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Preparation of hydrazine -modified proteins and their 
use for the synthesis of technetium- 99m-protein 
con j urates 
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K.; Pauh, Donald; Xubzeta, Jen A. 
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'.Tie svn theses ana pr;-tem linking properties of suocin imi dyl 
4-h-/ai-azm:oenzoate hydrochloride (SHBH) and succinim i ly 1 
( : -hyaraZine-n.-Cotinate hy Irocnloride SHNH ) , two new he ter :>bi functional 
linkers which lead t :■ hydra z Lno-mo ii tied proteins, are described. 
CHBH-rolif ied proteins are unstable due to zhe presence of the 
phenylhydrazine moiety. This problem was overzome by synthesizing 
tne hyirazmopyridine analog SHNH, and the conjugates derived from this 
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TITLE: Tet:hnetiurn-99m-riunan polyclonal IgG radiolabeled via 
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i~o:al sites of infection in rats 

AUTHOR'S;: At rams, Michael J.; Juweid, Malik; TenFace, Car-line 

I.; Schwartz, David A.; Hauser, Marguerite 
M.; Gaul, Forrest E.; Fuccelto, Anthony J.; Rubin, 
Robert H . ; Strauss, H. William; Fisohman, Alan -J . 

USA 

crrjRCI: Journal of Nuclear Medicine (1990), 31(12), 1021-8 

COOEN: JNMEAQ; ISSN: 0161-5505 
DOCUMENT TY:'E: Journal 

AR The bt:l. behavicr or Human polyclonal I gG radiolabeled with 99mCc, by a 
novel method, via a nicotmyl hydrazine oeriv., wjs evaluated in 
rats. Technetium- 9 9m- and indium- 1 1 1- IgG were coadministered to normal 
rats' and tiodi st ribut ion was detd. at 2, 6, and It h. The inflammation ^ 
imagine properties of the 2 reagents were compared in rats with deep-thigh 
infection 'due tc Escherichia cin. Blood clearance of both antibody 
preons. was well described by a biexponent la 1 function: (9^nTc-IjG: tl/2 = 
3.32 ai\i 57.52 h, UlIn-IgG: ?.93 and 40. 1 1 h) . &i odist rii utions in the 
solid organs were similar; however, snail out statistically significant 
differences were detected: 99mTc-IgG > lllln-lgG m Lung, liver, and 
scleen; 99mTc-IcG < Lllln-lgG in kidney and skeletal muscle. At all 3 
imagine times, t arge t-to-backgr ounoi ratio and percent residual activity 
for the 2 compds. were remarkably similar. These studies establish that 
human polyclonal IgG labeled with 99mTc via a r.ieotinyl hydrazine 
modified intermediate is equiv. to HHn-IgG for imagine focal sites of 
infection m e.xptl. animals. 
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F3DNFNH.HX, R3£ NFN : CR1K2 , and F.4NRN : CR1F.2 :'D = bond, CH2, CO, CSNH; R, Ri, 
F2 - H, aikyl; F3 = aryl group 01; A, B = OH, N ; E = 00; G - group readily 
iep.Lai.Md by a prinary amine; EG = maleimid'..' ; R4 = thiazolyl group Q2 ; X - 
- r i r ^> ,. JO v ( -:. ^v^r,.- Thnq -l — f !-"("> r\ C6H4NFINh\_ was N-rrooeoted and the 
p. roouoc cindensea with N-hydroxysuccinimido to give, after deprotection 
4- (F502C) C6H4NHNH2 . HC1 -F.5 = suocinimido) v;hich was conjugated with IgG 
and th-v product labeled with (i 9mTc. The latter gave infected/normal 
ruuscle distribution ratio of (.".:'■ when injected into rats having a hind leg 

abscess . 
133081-24-OP 

RE: FOT ( F-act ant ; ; S PI J (Synthet ic preparation) ; PFjEP (Preparation); FACT 
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(prepn. and reaction of, in prepn. of conjugating agents for biol. 
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of oligceieo:-:vnucieotiaes (ODNs) contg. bon::aldehydo (BAB) 
seiaicarbazioo : coateo glass (SC-qlass) -lidos is described. 



[ > ' -BAL-ODNs are prepd. using automated 2NA synthesis and an 
a^t = :-r.rofected BAB phosphoramidite reagent. The Hydrophobic projecting 



g->uo. simplifies purlin, of BAL-ODNs by reverse phase HPLC and is easily 
r-noved using std. acid treatment. The elect rophilic BAL-ODNs are stable 
■ r -,.-,0] h u r r--act specif ic ally with semicarbazide groups to give 
s^nicarbazide silane to give SC-glass. BAL-ODNs are ejupled tc the 
g,--. :j iass surface by a simple one-step procedure that allows rapid, 
. s ffiriPnt and stable attachment. Hand-spotted arrays of BAL-ODNs were 
orepd. to evaluate losing d. and hybridization properties of 
immobilized probes. HyL ridizat it n tt radiolabeled target strands 
snows that at least 3 0- of the coupled ODKs were available for 
r vbridi'-a" ron at max. immobilization d. Tne array was used to 
crr.be smgie nucleotide polymorphisms in synthetic DMA targets, and PAR 
prr.iu.-ts were correctly genotyped using the same macroarray. Application 
of this ehom. to manu::. of DNA mioroarrays for sequence anal, is 
-is :ussed . 
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■ -.l^^arb^nyl ocmpds . an J (il) thermal, crosslinking 
a.^s Th- c^mpns . are useful as 1:,;, rm.di it anj/or t :-p base coatings 
f: : .r automobiles, esp. as three coat-on- bake, and ^ive -nating films with 
o.-od" apc^aranee. Thus, (a) an intermediate water resistant -eating 
-■,-nmn / fb) a white top base water resistant coating compn., both 
comprising aq. polycarbonyl compd. obtained From Ru a-ry.l.ate, diaeetone 
a-Tyiar 1 ^, 2-hvdro:-:yethyl met hacryi = t - , nethaummie acid, Me 
m-tnac-ylato, styrene, 2, i-azonis ; 2 , - iirnethyl-aleron it rile) , and 
N N-diimc-hvloThanolamine, aa. film forming resi.ri obtained from Bu 

Lai-., d>. i^^-.n^ aery I amide, 2-hydro-yethyl met nacry Late, Latemul S 
I. OA, methaorv^io aci:l, Me no t ha oeryl 1 t,, , t rime thy 1 o.pr :: pone trlacrylate, 
N, IL-iimethylethariolamino, and ammonia, anj Cymoi ^t4, and (c.) an acrync 
c i ea r rr.ating crinpn. were apenea on an tiei...roa-y-o.o.rO ^a_c^ p^a,._ 
on"wet"method; , electrostatically ooatooi, and baked at 130. degree, tor 2d 
ruin to 3ive a .moating film with good appearance. 
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"' ( h'^di-i-7in-"^arbcnyl'. amino] hexyl] -10, 12-dic-xo-, dihydrazide, polymer with 

:--pr -penoate, N- (1, l-dimethyl-3-oxobutyl ) -2-propenamide, 
^^■-b^-^r.P, formaldehyde, 2-hydroxyethyl 2-methyl-2-propenoate / 
Latemul S 130A, methyl 2-methyl-2-propenoate , 2-methyl-2-propenoic acid 
■^nd 1, 5-t riazine-2, 4, 6-triamine, ammonium salt, compd. with 
.:- [ limethyiaminc) ethanol (9CI) (CA INDEX NAME) 
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a a a i n st B u l 'k 1 1 1 ' s - ymr" > h oma cell s . 
133701-16-3P 140691-64-1P 
RL: SPIi Rtynthetic preparation); PREP (Preparation) 

(prepn. of, as intermediate for anticancer immuno conjugates ) 

FN 13 37 01 -16- 3 HCAPL'JS 

Hydraztnecarboxamrde, N- [2- ( 2 -pyridinyldtthio ) etnyl ] - (9CI) (CA INDEX 



ii 



CN 



NAME 



N C S CH2 OH/ NH C NH NHp 



RN 140^01-^4-1 HCAP1US 

CN Hvcraz :ne z arbothioamide , N- [ 4- (2-pyr Ldinyldithio ] -2-butenyl] - ( 9CI ) ( CA 
INDEX NAME } 



P 3 ac ^ 



Searched ty Mary Jane Ruhl 605-1155 Page 



Pussel 39/815,978 



36/06/200 



N 



8 CH 



■> CH CH CH 2 NH 



NH NH*: 



L9 ANSWER 19 OF 3 8 
ACCESSION NUMBER: 

r-^ - -.ruiPM rTi T\ 1 r I I s A T") T 1 I ,■ • 

UV „ UL V 1L-J i LMJL'iLV-ji . . 

TITLE: 

AUTHOR ;S) : 

O =RPORATE SOURCE: 
SOURCE: 

D'.-CUMENT TYFE: 
LANGUACE: 
AL*' 

Li 



17 



HCAPLUS COPYRIGHT 2 003 ACS 
19 ^1:253 :' 2 7 HCAPlcS 
1" .1 ; 2.5"; 97 7 

New hydrazone derivatives of Adriamycin and their 
immunocon]ugates - a correlation between acid 
stsibii.itv and cytotoxicity 

Kaneko, Takushi; Wiilner, David; Monkovic, Ivo; Knipe, 
Jay O.; braslawsky, Gary R.; Greenfield, Robert S.; 

Vy=as, Dolatrai M. _ 
Bristol-Myers Squibb Co., Wallingford, CT, 06492-7bfou, 

Bicconjujate Chemistry (1991), 2(3), 133-41 
COL-EN: BCCHES; ISSN: 1043-1802 
Jou rnal 

«., r - Enolish 

S-w ll-«ubsrituted hyir^ir.e linkers were synthesized and their hyarazone 
d— ivs. cf adriamycin were prepd. The adriamycin derivs. were 
conjugated with a monoclonal antibody, 5E9. The release rate of 
adriamycin from the hydrazor.es and from some of the corrugates 

... i ty ,„; r ^ -.+- r . t-.-. fh<=- r.ytot .oxicitv aqainst bty-po;. . 
was stuoied, diiu lucii ie,uL.^i. t ..4 -- -j - ■ ^ - 

Daudi ceils was investigated. 

133701-16-3P 133701-22-1P 

PL: 3PN {Synthetic preparation), ■ PFEP (Preparation) 

(oreon. ana conoen^-a .... ±uw w-llh ^^-^ _ 

1 -,^/i 1 _ i ur'ApT.riQ 

Hydrazinecarboxamide, N- [ 2- ( i-pyriomyldi Ohio ) ethyl ] - 
NAME) 



era TMnFY 



N 



S 



M H 



L J 



NH NK2 



133701-22-1 HCAPLUS , r „, 

Hydrazmecarbothioamide, N- [ A - ( 2-pyr idmyldithio ) -J-outenyi j - , v^x, 

;CA I NE'E!/ NAME) 



Jouble bond gecmetry as shown. 



N 



N 



H 
N 



NH 



S 



Searched by Mary Jane Run! 605-1155 



Page 



Fussel 0^/315, ^73 



06/06/2003 



L9 ANSWEP 2 0 OF 3 8 
ACCESSION NUMBER: 
DOCUMENT NCMBEP: 
TITLE: 



"1 r r'lIT," p ' ■ < \ . 

i v. 1 . li 1 - 1 , ^ > ; . 

(0 o.P0O'ACE SOUP7:E 
SOURCE: 



DOCUMENT TYPE: 

LANGUAGE : 

OTHER SOURCE (S) : 



HCAPLUS OCOY^IGHT 7 C C 3 ACS 
1 Q -S 1 : 20 IP < HCAP1CS 
174 : 20 137- 

Radiol nt »- 1 i r.g of protein with radioisotopes oi copper 
3 :■; , n :i f - ■ ■ a r t ■: x y a 1 k y i p h e n y i g 1 vox a 1 b i s - ( 4 N - 

: .ethyith: err.:. "-art :,;:cnv) (TSC) bifunctional 
"he 1 t e r 

W.; Unbncht, G.; Knapp, F. F . , Jr. 



McPh^r f-"£" 1 1 , L 

Hoalt. \: 



• r r- . j „ „ m - i r,~. V p -i H ^f=i TNI 

c - t - PrV. f L'i.i. K t r _ Cg^ isia l, i . , ^. a ^ r\±uMe, j.,.., 



r *: 



uinal -.-1 Labelled Corrpounas and Radiopharmaceuticals 



i * e on \ 



v ' P; ) ft 7 7 - ' i 



CO'DEN: CP OCR 04 ; ISSC: 0 CC-4 0 03 

■Tour na i 

English 

CASPEAOT 11.4 : 701:3 



nnh-; 



I NHFk. 



HO >C • Cii 



CP 



NRHC (S ; NHMe 



AB 



FN 
ON 



A .series of p- -arboxyalkyl phenyl qlye :o i and p-carboxya Lkyl-1 , 2- 
like^cbis -N-i-merhylthiOsemicaibazone) bifunctional liganas^ I (R 

i r , y . , . -, . _ - ^ ^ ^ „- -J i\-7 i ' n ^ p H frr 11 <^ ID b 1 n ('1 1 H G 

ra'-'ioisc- : '.p'' a s of Cu to antibodies. An improved synthesis of the requisite 
Falpha.-fceto aldehyde and 1,2-diketone substrates used for derivatization 
to tr.e bis-TSC bifunctional che i at e.<- was developed. This 

ar-r>r---a "'h a 1 - lIi zes a rr xufie^j .v.;i nuri-ni .l.<i: 3 a~ .« ^^v^a^ - t- — 

s ; I _ - x ~ ■. t ^ -he j n I i-etho-d tor fabrication of the 1,2-bis licands, 
whic:rav;rd3^the IJ usc':f highly toxic Se02 for cxidr, of substituted 
ae-r.-.rherienes to 1,2 dicarbenyl compds . The overall yields of the bis-iSu 
eheiates using this procedure were K-6C*. The effects of the alkyl chain 
length and substitution on the 0-1 positicn on bifunctional _ 
-V-lat^ o- ir attaching radioisotopes of copper to proteins were studied. 
Fv i ]_.- v; in j cDmolexina O40u or o77u to -he bis chelate, the acid moiety of 
t-h- -t—iar^ was activated as the tet raf iuoropnenyl ester. The 
c- nc-r-" ab-led activated .dv::-iate was attached to bovine serum albumin 
u-der mild conditions in 3? to 4 00 yield. The shorter chain analog of the 
chelates from the 1 , 2 -diket ones give the highest radiolabelmg yields. 
6610-29-3 

RL: ROT (Reactant); PACT (Reactant 01 reagent) 

(reaction of, with cartoxy.^1 kylphenylgl yoxal derivs.) 
6 1" C — " : ) — 3 HO AF LU ^ 

Hvdrazint:;arbothioaiTiide, N-methyi- (PCI) (OA INDEX NAME) 



rO.-NH 



NH NH 



h? ANOWEF. 21 OF 3 0 
ACCESSION NUMBER : 



HCAPLCS COPYRIGHT 7003 ACS 



1908 : 150;u7 



HCAr LU3 



Searched by Mary Fane Fuhl 605-1155 



Page 3 



Russel 0? '815, 978 



06/06/2003 



DOCUMENT NUMPEP: 
TITLE: 

ACT HOP { 3 ) : 
CORPORATE SOURCE 
Cvt'PCP. : 



LANGCAOE : 
OTHER SOURCE'S 
CI 



108 : 15-"i3oP 

Peacti .>n.:. £ i, 4-bifunctional derivatives Ol 
:.y :lraz-.ne with 1 , : -di ket ones 

'.'< -er. . -Me i . Akad . , Leningrad, USSR 
Pi.arna;. MP,hchei Phirrui [USD, 57 ;3), 084-95 
>"<OEN: Z0>KHA4; I SON: 00-;4-4oOX 
T '-'jrna _ 
P issian 

: "AT PEA' :? : : 8 : 15 03^2 



Me 



Me 



Me 



HO 



N 



OSNB 



Me 



II 

N 

C3HI-: 



AP 



CI I 



Hvdranne derivs., e.:., axir.oju anidi nitrate, t hNHC0>NHNH2 , anidrazonium 
i :lice s , P.1HNCSNHNH2 '..PI. = H, Me, Et; condense with RCOCH2COP. (R = Me, Ph) 
to gio/e, depending or: leacti:-:. :: undit ions , o-hydr-: >:y- and 
3 -hyiirazino -i-pyrazol :.nes , men:-- and bis (hydrazones ; , and also the 
correspond! na pyrazoles. Thus, creating MeCOCH2COMe with HSNCSNHNH2 cave 
P"ra Z ,-i iri e I which dehydrated m refiuxina solvent to give the 
-irrespondiria pyrazoio II. Adonl. ohtained was Rl NUN : CRCH2CR : NNHR1 [R = 



iO- , r : — . '-'ln." n. , 



6610-29-3, 4 -Methyi-O-thicserr.ioarbazi de 13431-34-0, 

4 - E t h y 1 - 3 - 1. h i . o s em i c a r b a z i d e 

PL: P-^T fP.ea-tant); PACT (Peactarit or reagent) 

i - , , -J 1 - v- j - . r , r-i -i 4- ■! ,- v , e r,y -i +- "K "i V iii f o ri o c \ 

(C'.T'i lei lod ... ...LOTl zili-J . ; .i.-j-iioaL^. ii '-'J-/ j_ ^. 1 1 j ■ - 1 i - ^ / 



H\-drar.ineoarbothioarr.iae, N-mernyl- (o.:i) \CA INDEX NAME) 



i j .oNn 



i In 



PN 134 2 1-34-0 HCAPLU3 

CN Hvdrazine^arbothioamioe, tl-ethyl- (9CI) (CA INDEX NAME) 



P*:NH C NH NH ■ 



1,0 ANSWER 22 OP 38 
ACCESS PON NUMBER: 
DOCUMPNT NUMBER: 
TITLE: 

AUTH0F (S) : 



HCAF LOS nO?V?IGHT 2003 ACS 
1 .^8 7 : I 9( : eP7 HCAPLUS 
1 id 6 : 1 ':■ 6 8 7 

lolymers ■lontainmg the [ 2H ] - 1 , 2 , 4-triazoline-3-thione 
r i n g 

t:atrit::ky, Alan P..; Cato, Stephen J.; Heilmann, Steven 
K . ; Rusmossen, Jerald F-Irepski, Larry R. 



Searched by Mary Jane P.uhl 



-115 



Russel 09/815, 97 3 



06/06/200 



CORPORATE SOURCE: Chem. Dep., Univ. Florida, Gainesville, FL, 0.2611, USA 

SoURCE.: Journal of Polyrr.er Science, Fare A: Polymer Chemistry 

(1 987), 25(1}, j 11-26 
COOEN: JPACEC; ISSN: 0887-624X 
D( 'CUMLMT T YrE: Journal 
LANGUAGE: Engl Lsh 

£.]-■ High-rru: 1 . -wt . polymer:: contg. [2H] -1,2, 4 - t ria zo 1 ine- ?-thicne rings are 

trepd. by the corioens at ions cf diiso t hiocyanates wit:, bis (acid hydrazides) 
to give intermedia.ee polymeric aeyltniX'Semicarbazj.des that are ring-closed 

\- « * > £ 1 i -i v "i r-> n ^ 1 J A ut r^r ^ H -] ■ i yr ^ ^ rho,^. z f ^ Therm,: 1 r^vol i 7^^ 'i on r\ f" ""ho 

polymeric acylthiosemi.carbazides leads to crosslinked inscl. 
products. The ueylatbon of bis ( th i c-semicarba z ides ) with bis (acid 
ch lor ices) froauc.es polymers of a similar structure but lower mol. wt . 
IT 6610-31 -7P, 4 - But ylt hie semi carbaziele 13431-4 1-9P, 
4 -P.enzyl t hie semicurbaz ide 

PL: RCT (Reactant); SPN {Synthetic preparation); PREP (Preparation); RACT 
(Feactant or reagent) 

ip::epn. and reaction with Et imido ester hydrooh Lori des ) 
P.N 6610-31-7 HCAPLUS 

CN iiy-iiazinecarto.Chioamiiie, N-butyi- (9CI) (CA INDEX NAME } 



c 



n-BuNH C NH NH 



N 134 31-4 1-9 HCAPLUS 
C.:i Hydrazinecarbothioamide, N- ( phenylme: hyl ) - (9CI) (CA INDEX NAME) 



h -N NH C NH CH / Rh 



IT 108144-98-5P 



RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn . of) 
RN 10014 4-98-5 HCAPLUS 

CN 1 , 4 -Benzenedi carroonyl dichloride, polymer with N,N'-1, 6- 

hexanediylrois [ hydrazinecarbotnioamide ] (9CI) (CA INDEX NAME) 



1M 



CRN 5647 0- 15-5 
OMR C- H20 N6 S 



HjN NH C NH (CH2)6 NH C NH NH2 



CM 2 

,.[\N j. j U- _ ij - 9 
>1F 03 H4 C12 02 



Searched by Mary Jane Ruhl 605-1155 Pag< 



Pussel 00/315, 978 



06/06/2003 



CI 



CI C 



IT 



F.ri 
CI I 



56473-15-5, 1, 6-Hexanefcis ( thicsenicarbazide ) 
F.L: P.CT (F.^actant); RACT (Peartant or reagent) 

(reaction :>f, with Et benz imidoate hydrochloride ) 
5 64 7 0-15-0 HCAPLUS 

Hvdrazinee^rbothioamide, II, N ' - 1 , 0-he:-:anediylbis- ( 9CI ) 



(CA INDEX NAME } 



H >N NH 



NH (CH;,)G NH C NH NHj 



L/> ANSWER 2 3 'OF 3 8 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) 

' ■ . ' . \ r 1 . ' i j \ l Lit 

SOURCE : 



w JT' v. . -i 



PE: 



:» .'OUMENT 
LANGUAGE : 
OTHER SOURCE (£} 
AB 



HCAPLOS COFVPIGHT 0003 ACS 
1006: 500711 HCAFLUS 
10 5: 12071 1 

Search for tochnet :_am-09m labeled DTS 
bifunctional radiopharmaceutical: role o~ 
f urict lona 1. groups in myocardial accumulation 
Hosotani, Takeo; Yokoyama, Akira; Arano, Yasushi; 
Horiuchi, EacuOo; Saj-i, Hideo; Torizuka, Kanj i 

TT ~ UK ^ r^-i ''-T^ - Kw-^t- "i [In "i V 
■ ■ ) ■■ • " 



Kyoto, 60 6, Japan 



Aotdied Fadiation and Isotopes (1 986), 37(6), 505-11 



O'J^r.iM : Jr\r ^oCjT ; ioou 

Journal 
Enal ish 

CAS REACT 10 5: 1207 1 1 



1 ) o 3 



— ^ ■:■ -j ^ 



R! J 



Various mois. contg. a neutral 9 9mTc-di thiosemicarbazone (DTS) structure 
as the To chelating site, along with various functional groups (NH2, C02H 
or iso-Bu group with diverse charge) were tested for their chem. or biol. 
funct.1 oris . The study on one erfect of those functional groups was carried 
out in vitro and in vivo. Tne validity of introducing an NH2 group along 
with tno Tc chelating site DTS for myocardial accumulation is discussed. 
6610-29-3 
RL: RCT 



i. r 



octant) ; RACT 



; Re set ant o 



reagent ) 



(reaction of, with phenyl giyo:-:a Is ) 
6610-19-: HCAPLUS 

Hyirazine.oirbothioamide, N-methyl- ( > 



(CA INDEX NAME ) 



MeNH (J NH NH 



L-i ANSWER 2 4 OF 38 
ACCESSION NUMBER: 



HCAPLUS O0FYF.IGHT 2003 ACS 
198 6: 438 342 HCAPLUS 



Searched by Mary Jane Ruhl 



60 5-115 



^age 



Russel 315, 978 



06/06/2003 



POCUMENT NUMBER. : 
TITLE: 



A'.THOR :S) : 

C .'RPORATE SOURCE 
SOURCE: 



DOCUMENT TYPE 



_J 1 J J. A 1 _J U » 



g; 



1-15 : j. 8 3 4 7 

Syntheses and evsluaticn 3f a new bifunctional 

cnolat in j agent P:r technet ium-99m labeling proteins: 
p-carboxy; thylphenylgl vox al-di (N- 
m- .'thy It h losemica r Pa zone } 

Ar.-mo, Yas jshi ; Yokoyama, Akira; Magata, Yasuhiro; 
S H : >.-o; Horiu::r..i, Eazuko; Torizuka, Kanji 

E j' ■ , r nun;.. Sci., Kvot: Univ., Xyot:>, 606, Japan 
International Journal ol Nuclear Medicine and Biology 



O-N: 004 7 -07 <Pj 



J „: a rna 1 
En.' t 1 isn 



HO ; CCH/OH? 



C NNP/'^SNHMe 
HC NNHCJNHMe 



A 



r I J 
rn 



A new bifunctional ch>,J..at m :i agent, f - carboxyet Iv/lphenylglyoxal - 

di ''N-methylthicsemicaroaz^ne) { I ; , cor. to j. a di UN -methylthios emicarbazone ) 

as the To zoordinat: in 7 site and an aral>:yl cartoxylate site for the 

protein conjugation was synthesized. C:>upi.:_ng to human serum 

albumin (H3A), selected a-, a model protein, was carried out by the 

phosphorylazide method using diphenyl phosphor yl a zide ^ ( DPPA) . The 

conjugation i.n \ ^. ±. ^ l a. > <■ f i " j ^ ■* - ■ ^ ■ ^ - — - " ~ — 

evaluation. A 99mT:-I-HSA with high in vivo stability was obtained when I 
was coupded to HSA at 1:1 molar ratio. This compel, showed similar in vivo 
stability to 1 ?! 1 1 - labeled HE A in mice and rabbits. 
6610-29-3 

pi.- PPP f '^rnc^ ie-q ) 

(conjugation of, witn aoet yipnen J .: piopioni o acid) 
6616-29- "i HCAPLUS 

Hydrazmecarbothioamide, N-methyl- ( *CI ) (CA INDEX NAME) 



V - V U 
i. . ' _ mi 



.lit / 



Lo At J EWER 15 OF 3 S3 
ACCESSION NUMBER: 
DOCUMENT NUMBER : 
TITLE: 

1 AT EN? ASSIGNEE ( S ! : 



SOURCE : 

POCUMENT TYPE: 
LANGUAGE: 
EAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 



HCAPLUS CCPYFIGHT 200? ACS 
iO05: 161 & 35 HCAPLUS 
102 : : ;: :S5 

p -Cdyt'xalphenylalky 1 carboxyiic acid 
1... i s ( t h i i, s emi c a r b a z o n e ■ de r i v a t i v e s 
Nihcn Medi-Pnys^rs Co., Ltd., Japan 
Spn. Eooai Tokkyz Koho, 0 pp. 
^OPEN : .'KEXAF 
r stent 
Japanese 



kin: late 



APPLICATION NO. C ATE 



Searched by Mary Jane Puhi 605-1155 



,1 1 
4 X 



Pussel 09/815, 973 



0 6/06/2003 



J p 


5 9 1 9 3 0 


7 0 


TV O 

M.- 


r 


A l 4 11' 


o 


OP 


198:--< 


Q Q c; n 


! 


^ 8 " J 0 ■] 1 °> 






65 


R.I 


i 


1 1 9 0 0 30 














AH 


:■■ /■ 1 ^ "'■ 


1 

4 


Al 


i 

.L 




c: 


AU 


1 9 8 o - : 


: 9 : i o 4 




98 110 0 6 


An 






BO 


1 


'o-ooo: 














UP 


i [ : o 


1 


A 


1 


9 8 r - 1.;: 1 


-7 

i 


US 


1 9 P 0 - 


[ < 0 8 8 A 


1 


^0 0 1 O0i7 




:o >. <t 




Al 


1 


■ (J.) '7 ' i 


1 


OA 


191::-- 


4 : *> 1 5 


1 


8 01 0 J 7 


-.IT: 


:' A P I'LL 


i . IN FG . : 










OP 198 


3-6E 3 


tf 


i 


■H!0 0 ; 1 9 



JP 



9 83-^eo 



19 8 0 0 4 1 9 



othep. oojpce = j : 

AB 



■~i Tl n T^i t I T ."11 

CHoKr^v.. 



ici c j .i 



10 



RN 
CN 



Bifunctional ligand title oor.:.vs. 4- 
H02CtCi:j;riC6H4C(:NNH':SNHNe;CH::ir:HCSUHMe I ( i\ = 1-4) were prepl. by 
reaction of 4 -H02C ! 0H2 ) nG0H4 CoCHO (III with K2NNHCSNHMe (HI). I are 
useful ,:-;S radioactive diagnostic reagents labeled with radioactive metals. 
Thus, ro fluxing 1.70 g 4-KO2COH2C6H4C0'Me with 1.20 g Se02 in dioxane 7 h 
g; lV e Tl (n - 1), which (in Et -Oil ) was added to 2.1 <;j III in 15 niL N ag. HC1 
at 0 0 . degree . to ppr. . 1.1 g I (r: = 1). 
6610-29-3 

PL: P 0T (Peactant); FACT ireaotant or reagent; 

.: t -a - 1 : on of, with p h^-riv lg- yoxal derivs . ; 
i t R.'-O 9- 3 HCAPL'JS 



(OA o r J 5>F0>; name ! 



MeNH C NH I 111 P 



L9 ANSWER 06 OF 38 
ACCESSION N'JMBEF.: 
DOCUMENT NUMBER: 



m t ( n t P , 
1 1 i L1!j . 



HCAPL'JS COPYRIGHT 2003 ACS 
198 5 : 2 5 070 HCAPLUS 



PAT EI IT ASSIGNEE f S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. 1 1 UM . COUNT 
PATENT INFORMATION: 



i r v 



5 L " 7 0 



O 3 T 
I_J 31 ^' -L 



► . . 1 _l_ , . ' i. ^ J- 

As ah. Onemical Cn jus try C<: 

Jpn, Kokai. Tokkyo Kuho, h 

CO DEN: JP0C0AF 

Patent 

Japanese 

1 



PP • 



Ltd . , Japan 



PATENT NO. 



KIND DATE 



JP 59152905 
JP 04 069169 

PRIORITY APPLN. INFO 

GI 



A2 19840831 
E4 199J1105 



APPLICATION NO. DATE 
J? 1983-26392 19330222 
JP 1983-26892 19330222 



JHCH ;■ 



T.< 1 

i ■ 



CHCK ■> 



R3 
N 



CHCH- 



T 



P 



N N 



II 



Searched hy Mary Jane Ruhl 605-1155 



raae 4 z. 



Pussel 09/815,978 06/C6/2003 



AB 



IT 



Fll 
CM 



The 


0-50 : 5\t--~H (molar) T-TT : 


r' ) 


pel 


ymers s 


ubsti tuted 


with 


10 - 3 C 


m-o 


In (base 


■i 


■~n t 


.■tal benzene rings) nuele 






CO>\ jro 


up (X <~>H, 


'0 1 ) 


were 


t re 


a t e :i w i o 




imet 


: i y 1 ) t h i. o ■ em i. c a r b a z i de , a n 




,; 1 k 


ali, sr. 


d then i ni 


t r ite 


sal: 


in 


HMO 3 to 




obt a 


in the crosslinked title 


p 


■ ly 


mors hi 


ving 10-'^ 8 


moll 


ibd 3 -0 


d 






on t 


.• • aL ben. "en- 1 r * i . j -o [II ■: 


t." 


■ Up' 


:-■ (on b 


or. zone ring 


3 ) r 0 


oof Jl 


f o 


r a r. i o n 




■ :•: On 


- >■ -t ~j i - /?.'•-> — 14 i"' 1 — 1 ni f.-j 

i - . ■ ■ : \ . . o ' " n. / -j- I • * ^ 


> ■ 
.1 


. 0 a 




T' ■-. ■ i o ' * 0 


3 m-d 


l T r 1 *" , 1 
J. V _L * i ^ 


Ibe 


nzene- 




:: t yr 


one e o, p>o i ymer w subject. 




■i t 


0 1 a Fro 


e uel -Ora f t s 


r e a c 


t i on 


wd t 


h c»xa_ yl 




.-.i 1 .■ 

'.J : 1 i ' 




V 

1 * 


- 1 _ -L 


oca rb on 


yl oio' r" i " r . 


T C -j 

X , J 


i i 

il l'. ' _L. C 




f^ 1 1 \ t r t 
1. / f W * i .1. 




i ; i . 


v ■- 4 < j ) w a o in i x e <:; v; i t h 15 0 




w 

Yt . 
J , K 


EtOH an 


o; 0 1. . 0 ■': me 


t hyl t 


h.i o-;?e 


in i o 


arti a zi ie 




t 1 i 


red ar.de; reflux Lor 2 h, 




til 


tore i, 


warned with 


a cet 


0 1 n e — H 


OoO, 


heat e i 




w::h 


00 a MaOH i n 3 't mL wat e 


>" 


at 


100 .oie 


uree. for 1 


.5 b, 


f ilt 


e r e. 


d, was he 


d 


w: t h 


water, suspended in 10 0 


rr l 


L w 


a t. e r , a 


ni treated 


with 


0 . 0 or 


Na 


NOO and 


50 


ml . e 


oncl. HKO: at 4 5 . degree . 


f 


■■ >■ 


2 h to 


gi ve 1 0 , 0 4 5 


g po- 


1 ymer 


/ c 
I _• 


2 nol I 




4 - in*..- 


t b y 1 1 1 laz o .1 e g r up- ) h , :i v 1. n 


g 




cha nge 


capacity (H 


Cl ft 


rm) 1 


.7 1 


megui v/ 




6610 


-29-3 




















■■■.I,: 


7 : SES (Uses) 






















;n triuzode g roup-- contg . 






ere ier 


iv. polymer 


ani ■; 


n oxo 




ger 




ii. 


"Hi* * . • ) 




















, ,-.] .: 


-2 9- ";. H''APLUS 




















H yo f 


o o, i n^r-.j rt oo rii oam i oie , N-mo- 


t 


r.yl 


- ( o :: i j 


io:a i iii.ie::-: 


NAME 











Me Nil C Nil 



L'^ A1J0VJEK 77 OF :8 HiOAEIOJO 0<OPVrdGHT 2 0C": Ato 
AOOESOIC'II NdMBER: 1 98 1 : 4 07 07 1 HCAPLUc 

E'ijCUMF.HT NUMBER: '^5 : 7 0: ; ;,; v ; ] 

10 OLE: 1 - ooojpr o>o.. -jr. a 1 deh ydeio i 0' ( tlti -jseni carba zc r.o ■ derivat Ives 

1 NVENT(oE ■; o' ; : i'aKCiyarna, Akira; Aran o, Yosoori: 

r ' ! " r? t r ( • "i ■ • ' , ■" ' T r-i ■<— , . r f.-. -, , r I- . . i ->, r* - -r- 

SiJNRCE: Err. ?at . Appd . , 20 p.p. 











ooo 


EN: 


EP 




DOCUMENT 


m * " 
1 1 


PE: 




Pat 


err. 






LANGUAGE : 








r.ngl i s 


h 




FAMILY AO 


r 

m 


HUM. r 


ijUNT : 


i 








PATENT IN 


FO 


7- .MAT JOU 


• 
• 










tA'l 7\ 


. * * 


N(.) . 


KIN' 




E»AT 






H » - 1 


i 1 




a: 




1 - 7 


1 0 3 


11 


M i-' 


i ' 

i *i 




b: 






2 0 5 


12 




0' • 


- '— / 




'7B, 


NL 






.: r P o 


(0 M 


? 4 0 0 4 


A^ 




10 o 


;o4 


:": 


-j'P o 


I _,i 1 


_ *i * i _ i 


Ao 




l' ( ;-: 


1 :j 4 


; . r, 


AU r 


.-■ r 

- : j 


4 7 7:1 


Al 




1 '.o8 


1 0 : 


! ■ r 


AU o 




4 1. j 


B^ 




1 0 c 




i 

i ■ _J 


MS 4 




7 3 0 


A 




lo> 


1 0 ? 


01 


OA 1 




c 4 1 8 


Al 




1 8 


4 10 


L ; 2 


US 4 




■" > 1 c 


A 




lO- 


20 7 


0 6 


PEIORITY 


AP 


PLN. IN 


Fit. : 










AB A ra 


:ii 


olabele 


i oi i a ^ r i 


ost 


ic 


age 


nt 



APPLICATION 110. LATE 
EP 1 08 0 - 1 no 10 0 1 08 00 1 1 



1 0* / O — 1 , '. : 0 . '. 1. 1 '0 / ; 1 0' r 0 O 
70 i 'w-'*- 1 1 O." ; 0 1 V/ 0 0! ••, 

1 0 8^-5 4^.0 1 08 001 18 



r\ 0 



U 2 1 080-1 : 8341 1 03001 13 

OA 1 9 3 0 - 3 4 "-' 9 0 7 1 0 8 3 0 1 1 8 

US 10d0-l ■' - ; 04 7 1 98 00:: 14 

1 979-1 1082 1 1 97 908:2 9 

1 97 ?-l 10 1 2 2 1 ?7 9087 9 

1 9 8 -3 - 1 1 3 3 4 1 1 88 0011: 

from a protein and a radioactiv 
element and a bifunctional o:ne latino: ao-ent is quite stable. The 



D 



Searched by Mary Jane Ruhl 605-1155 Page 4 3 



Pussel 0 3 '815, ^78 



06/06/2003 



IT 



PIT 



chelating agent 3-carboxy-2-<. xopropi : nal iehyde bis ( N- 

„ . . i . ,t i.. u ■ „ ^ .. T ■ _ > - - -7 r r- - ' / ' ^ r 7 O " "7 7 _ "J r'1 _ "} 1 r.i^r^r H ^ -y^-n--, IT f- ~} i ( :.f- h'"' v Vr-> ^<^i~ ,h "f" P J 

inetnyitii.iosemic.irL'dZcr.^. i l / d / / .i j , p.^e^'^. -a^.*.. ^iv,. y ... ... ^ _ _ 

[ 104 95-09-7 ] and N-methy:.. + :.h^ o:em.i ca i ba zi.de [6610-29-3] and 

hydrol va J a o f tne result.; ng : -ethoxy za rb :>ny -2 -exopropi onal iehyde 

b:s JN-me: hy.l.thiosem i carl; azon>/ ) [782 77-:-;.-:.., was converted te a mixed 

anhydride by treatment, w.i.tn i so-Bu chl orof c rmave . Human serum albumin was 

iiuxi. j with tne anhydride and subjected t o oi.i a 1. ys i s followed by 

1--ot-. ; -^ i oo i .in. Th- albunun-: coiapl-x was '..rented with 33mTc ilO.5mC.i_) at 

n i f ;'■ . 6 in rh»- form of a per t-uhrieoaz e and redaee:! with GnC1.2 soln. to 

v .. e .l 1 a ^K.T-."' — a 1 DUm 1 r. - I i ■•< Olp ! T J*. aSet ^ _. ci.: a .tdU-i .'n 1 .- i. 1 \< e '.u a .fii'.-: dy-ii.. 

The ::<:nj: lex nad a labeling orficienzy of . apprx . 1 Of O- , showel higher blood 
levels I'M K-nger times vhan zonvent 1 ^na 1 99nTo- a l.bumin complexes , and was 
quit e st ab 1 e . 
6610-29-3 

PL: F'.CT (Reactant ) ; FACT (Peactant 01: reagent} 
'reaction of, with Ez diet hoxyacezo azetate ) 
6tl<;-2 9-3 HCAPLUS 



CI I Hydra z a ne :arbothioamide, N-im_- 


tnyi- ; 


(CA : 


nde:o 


NAME ) 


MeNH C NH N2; 












L9 ALTSWEF 28 OF 38 


HCAPLUS C'7P 


Y FLIGHT 2o03 


ACS 






ACCESS I OI I NUMBER: 


1979: 612 6 


W HCAPLUS 








DOCUMENT If/MBER: 


91 : 2 12 6 08 










T ~ T 1 T IT . 
1 _. Jl Ufj . 


L ."T 1 ^ " . ■ 1 ■ J 

i ^ ^ .. w* 


i 3pc_rsi' >ns 


of ccpo 




q with rfl^hnnvl aronns 




and sent a 


ming hydra 


zine de 


r 1 vat: 


i ves 


INVENT'3R(S) : 


Ley, Greqor; Penzel, 


Er ich ; 


Rebafka, Waitor; Bott, 




Kaspa r 












BASF A. 




r '.-^ >- 






SOURCF : 


Ear. Pat. 

CODEN: El- 


A.ppl . , .- 2 

1 * 1 * T — \ T T 


PP . 






DOCUMENT TYPE: 


Patent 










LANG U AO El : 


German 










FAMILY ACC. HUM. COUNT: 1 










PATENT INFORMATION : 












PATENT IK; . 


KIND DATE 


APPLICATI 


ON NO 


DATE 


EP 3516 


Al 107 908 


2 2 Er 


197 9-1 


UUI08 


l ( -n90ii9 


Kr .3516 


Bl 108104 


0 1 








R: PE, OH, 


DE, FR, 03, : 


T, NL, 3E 








2 1 ;'/ 4 .": r ou7 0 


A 10810. 


10 02 


19 7 0-:' 


/ if> 5 


197 901 16, 


CA j. I 5 . C'::i) 


Al l : 'H5o:-' 


' "l :i 02*. 


107 9- : 


..0224 


19790124 


i_ : , / z . ■ . i ■ 


A 1:'7'V"P 


.7 . j t<. 


1 1 <7 - 


/ 


i')7ojl.::: 




B 1-?S>:01 










02 1 r - 1 -■ 0 /' 


C l'.'S^'V 










tb> 7 0' ■ A 5 r j 


A 1 ' 1 7 0 0 7 


27 n<: 


1'.'7 a-.- 


; 1 5 


197vli12o 


[:■:■ 1 r r 6. • 


3 lo87 02 


a 2 








no ; * 


i: 1 >3' ; :) r . 


1 3 








E2 4 ' 1 " 5 


Al 1^7 a I. 


0 1 E2 


107 


7 7135 


1 97 901 25 


AT 7mo-;^,7 


A 1 0 8 0 1 '-. 


1 5 AT 


1 ^'09-! 




1 ^790120 


AT "5oL5:»j 


B 108 10 L 


"1 ; 

J 








J? 5 4 1 1 J2 4 8 


A2 1^7 9 ): : 


2 9 J r 


1979-7 


2 31 


1 a 7 90126 


J? 61U0 68 61 


B4 I086O: 


01 








PRIORITY APPLN . INFO 


■ * 


r r 1 :^ 


78-2803 


.2 5 3 


1 9780126 



Searched by Mary Jane Ruhl 605-115 



eaae 44 



P.ussel 0 9 '3 15, 97 3 



0 6 7 0 6/ 



> p. n 



AB 



IT 



RN 
CI I 



Ag. -eating dispersions of reaction products of polycarboxylic acid 
hyaraziies, c is ( serrucarb abides } , or 03(NHNH2'b with alderyue or Ketone 
c^rhonvi rro :p-contg . vinyl polymers are stabilized agair.s 4 hydrolysis 
,.l ur jr..;/ . ? r orage by addn. ■ : 0 . ;m u: - 0 . O" mol Cu, Fe, Mn, V, 2n, Cr, and(or) 
Mi. | . r :nc 1 hydrazine der.iv.; the metal salts are also crosslinking 
;:.i0.: ] ys: s . Thus, i!00 paits 17 . b aq. j b : b C : .• = succinic 

:L.nvdrazi ie-a.lu: ari d.i nydrnzide- adipi :: aihyarazi ole :ii sper s i oi ; and 0 . 06 
run:*. 0u.:>C4 were added t o ,i copolymer uspeioi on, prepd . from Me acrylatc 
;-: ! L ) t Bu aorvlate 90, acrylic acid 10, .-mol acrid ein ob parts, to give a 
s * -o : :iae - s t a Jed e on spers:: or, . I'j'.ai t^no. -an^J oo a l .i ng i j.im .: v.- - . <_ - a in 
oi.ooing -jo llb-llc' of ios wt . in 1 duy, duo :lid no* dissol.ve. 
514 4 0-70 -ID, r eact i on pro-duct 5. w i.tn ca rboriyl. group- '...ont Q . pel yme rs 
rL: CEM (Technioal or eoo sneered material use); USES (Uses, 

soarings, s:ai,.l ozat ion c : , with transition metal salts) 
2 11 4 0-7 0-1 HCAPLUG 

^'drar iriecart oxamide, N, N ' - 1 , 6-hexaneciy Ibis- :90I) (CA I NDEX NAME } 



Jl'l L 



( 1 



h ■■■> n hi 



No 



(CH/j(~> NH 



» i 



LO ANSWER :\ u OF 38 
ACCESS 101] NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
SOURCE: 



HCAPLUS COPYRIGHT 2 303 ACS 
1 jf£: : 5 98 3 22 HCAPLUS 
8 >■ : 1 - 3 8 92 

Self -crosslinkable poly are thanes 

Winkelmann, Hans Dieter; Wolf, Karl Heinz; Oertel, 

U -.>--. 1 ~i • V f - - i m m ^ T 1 >- V" ca >- 

Bayer A.-G., Fed. Rep. Ger. 
Gar . Of fen . , 5 3 pp . 

CODER: GWXXBX 



fJOUi-jtL J , 
T I. MCI 1 .O'T- 1 • 



( 1 1 . 

: Jr O : 



... 4- , . f- 



rr a n 



FAMILY A 


CC. NUM. 


COUNT: i 








PATENT 1 


N FORMAT I 


ON: 








PAT 


ENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 




2 7 0 7 6 .b 9 


A 1 


1 Y7 803 2 4 


DE 1977-27076:9 


197 7 0 2 2 3 


11 3 


1 lb 37 7 5 


A 


1^7 90 5 08 


US 1978-879504 


1^730. ..: 


7 1~ 


331 0 5b- 99 


AC 


1 9780913 


UP 1973-13^46 


197 3 0 2 22 


GB 


1 5 97 93 9 


A 


19810 916 


GE 19/8- /034 


i ^7 30..2.2 


NL 


7 3 02036 


A 


19780325 


NL 1978-21)26 


1973 0223 


PRIOFITY 


API LI! . 


INFO. : 


DE 


197 , 7-2707659 


19770 123 


GI 












UO 

0 


/NH 


CHj 


NHOONHN ( 


bHLCHMeb ; H ) 2 

T 

.L 




AB Cre 


thane I 


[68125-44- 


j] ani similar 


■:iiols co nog. capr 


o lactam ( 



II) 

[] 05-60-2] -blocked isceyanate groups were prepd. f:r use in the manuf. of 
self-crosslinking p:lyurethane elastomers. Thus, an adduct of 2 



Searched by Mary Jane Ruhl t'05-1155 



Paae 4 



Russel 09/315,978 06/06/2003 

mol II and 1 mol bis M -isoeyanatophenyl ) methane (III) [101-68-81 was 

treated with H. NN (CHOCHMeOH ) 2 [-2723-38-0] to prep. I- Adipic 

acid-1 , 6-hexan-:di D.-ncopenty . glycol copolymer (mol. wt . 1 875) 500, 

Me a ( OH 2CHMeC'H ) . : 10. -Oj, I 37.2, and III 163.3 parts were used to prep, a 

pr^polymer which was treated with ethylenediamine and di isocyanatohexane 

to'prep a crosslinkable copolymer [63125-45-1]. A film orepd. 

f ror> tne copolymer ,,nd heated at 130. degree, for 30 min wa? insol. in DMF 

-., ■«- V- M -i ^ v- .li t _ 

t * ... ^ J * > w ^ - * • 

IT 68125-51-9 

I : L: OSES (Uses, 

; ru;:ber, crosslinked) 

RN i" 8 1 2 5 - 5 1 - 9 HC AP LU3 

r-M ^r-'-i -ai^i'.a m- Ui vdra^ino -arbonyl ) - , hvdrazide, polymer with 

Ii_ [ ( [ [t,i s [ 2-hydroxyethyl) amino] oarb^nyl] amino] -4 -methylphenyl ] hexahydro- 
t- :,>:o- 1 K-azepme - 1- -arboxamide , 2, 2-dimethyl- 1 , 3-propanediol , hexanedioic 
c^id, 1 , 6-nexanedio 1 , 1,1' -methyl enebis [ 4- Lsocyanatobenzene] and 
£ 7l , -(.T.ethyLimLno)bis[2-propanol] '9CI) (OA INDEX NAME) 

6M 1 

0 RN G :-125-4 H--! 

' :MF C19 H2 8 N4 3 5 



Me 



■j CH2 OH.> OH 
UH 0 N CH 1 CH;> OH 



NH 



N 



OF N 10305-54-4 
Ot v '!F 04 Hll N5 Oi 



n.vi •tit , ~< tit] : i - , i""" L J i ^ M U MU 

n '2 N .In 1 ^ n i i - - . 1 ^ *^ iL s 1,n 1 " 1 * . 



:m 3 

:RN 4402-50-0 

:MF 37 H17 N 02 



Searched by Mary Jane Ruhl 60b-I15b Page 46 



OH 



■le 



OH 



CM 4 



CPU 6/: 9- 11-.? 

,HM^ /"■» " Til 1 , 1 



HO 0^2)6 Ort 



cm 

CPU 1/6-30-7 
CM F C: HI.? 0-2 



HO 



:I2 C i'K2 OH 



Me 



CM 



CPU 1/4-04-9 

.-T-1T." 1 >" 1 U 1 ■"■ O, 



H'J2C tOHi;,] CO^H 



or: 



7 



Russel 09/815,978 



06/06/2003 



Me CH C H 0 



M 
1 ^ 



r 1 u ^ 



c 1 u 



Mo 



CPN 1 " 1 - 6 7: - 8 

-.;>] r C-5 HiO N2 02 



CH 



OCN 



NCO 



L0 ANSWER 30 OF 38 
ACCESSION NUMBER: 
DOCUMENT NUMBER : 
TITLE: 

INVENTOR (3) : 
PATENT ASSIGNEE (S) : 



HCAPLUS COPYRIGHT 2003 ACS 
1 97 8 : 5 9£ 8 91 HCAPPUS 
8 9 : 1988 91 

Isocyanate adduct dicls 

Winkelmann, Hans Pieter; Wolf, Karl Heinz; Oertel, 
Harald; Weimann, Herbert 
Bayer A.-G., Fed. Rep. Ger. 



Searched by Mary Jane Ruhr 605-11 



rd(J6 4 / 



Fussel ]9/315,978 



06/06/2003 



SOURCE : 
DOCUMENT TYPE 



FAMILY ACC. NUM. COUNT: 
PATENT II J FORMATION: 



Ger. Of fen . , 50 pp . 



Pat en 



GI 



PAT 


PNC IK). 




KIMP 


DATE 


APPLICATION NO. 


PATE 




PE 


;'■ O .7 0 0m 






1 9 / 0 u 0 ~ -i 




] 9 7 7 


1 t ^ 1 


PE 


.'. ' 7 07 OOP 






I'- 8 512 : < 








us 


4 21 109;* 






19 8 0 0~ ; 0 - 


US 19 78-879740 


1 978 


:2_1 


CP 


: 31054 2 


8 


A ! 


I 97 8 09 IP 


JP 197 8-18 64 7 


1 97 8 


0 P P 2 


CP 


t. 0 Pi 5 PC 1 1 


7 


3-1 


I 985 I IPC 








ITY 


APFLI I . 


I NFC' 


* 

* * 


1 1 


1977-2707660 


I 9 7 7 


022 3 


NC> 


jNH 




CHp 


NHCONHN 


:. CH2CHMeOH ) 2 







[ I 



I 



Me 



NOINH 



NHCOt: tCH-)CHpOH) 



II 



AB 



IT 



RN 
cO 



I ' 6812 5-4 4-0] , II 0:0;1^5-48-4 : , ana 3 sin.:lar dij.Ls were prepd. and 
ureu for the nanu: . < f ::elf-crosslinking pu^yure c ha;;e 

elastomers. Thus, an adduct of 2 moi caproiactam [ 105-60-2 ; and 1 mol 

bis {4 -isocyanatophenyl ) methane (III) [ 101-68-8] was treated with 

H2NN ( CHCCHMeOH ) 2 [62723-38-0; to prep. I. I 37.2, adipic ac ld-neopentyl 

qiysol-I, 6-hexariedi ol copolymer (mol. wt . 1875) 500, MeN ( CH2CHMe0H ) 2 

"Co 68, and PPI 163.3 parts were used to prep, a prepolyiuer which was 

tieated with ethyl enedi amine and OCN (CH2 ) 6NCO to prep, a po Lyurethane 

: 68 1 25-4 5-1 ] . A film prepd. from *:he polyurethane and heated at 

1 j 0. degree. for 30 rn:n was insol . in DMF at 8 0. degree.. 

68125-51-9 

PL: USES (Uses) 

(rubber, cros si inked) 
c.-o 13 5-5 1-9 Hf:APLUS 

. 1- eta . -Alanine, N- { hydras inooarbony L )- , hydrazide, p:lymer with 
!.'- ; •■- ; [ [bis ( 2-hydrc xye'.hyl ) amino; carbonylj amino] -4 -me thylphenyl ] hexanydro 
2,-oxo-lH-azepine-l- ^ruoxamide , 2 , 2 -dimethyl - 1 , 3 -propanediol , hexanedioic 
,;--rd, 1, 6-hexanediol, 1, 1 ' -met rrylenebis [4- Lsocyanatobenzene] and 
m.,':hylii:imo0 bio [2-propanoL] (9CI) (CA INDEX NAME) 



1 1 

1 j- 



V. 



■?2J 68 125-48-4 
:MF CI 9 H2 8 N4 0)5 



Searched by Mary Jane F.uhl 6C 5-1155 



Russel 09/815, 978 



06/06/2003 



) CH2 OH? OH 



NH C N CH? CH? OH 



C 0 



N 



0 



:m 



OFN : ! * . 3 0 5 - 5 *1 - 4 
CMF 04 Hll 02 



0 



H^N NH C NH CH? CH2 C NH NH2 



CM 3 



CF.N 4 4' )2-30-6 



i:f 



U17 M T'iV 



OH 



OH 



Me CH CH2 M CH? CH Me 



'M 4 

'F.N 60 9-11-3 
C'F CO HI 4 o; 



H 



CF.N 12 6-30-7 
3MF C5 H12 0. 



Searched by Mary Jane Ruhl 605-1155 



f aae ^ 



P.ussel 09/815, 978 



W b / U b / £ 0 U J 



Me 



HJ CH? C CH? OK 



CM 



6 



CRN 12 4-04-9 



HO?C (CH?).: CO.'H 



CI' 7 



CPU -8 

CKF CL5 HI 0 N2 02 



CH 



OCN 



NCO 



L9 AN3WEP 31 OF 38 HCAPLUS CCPYP.IGHT 2003 ACS 



r OCUMEMT NUME.Er : 
T I '■ IE : 



A r /TH0R(3) : 
COPPOPATE SOURCE 
SOl'RCE: 

POCUMEMT TYPE: 

LANGUAGE: 

CI 



t di a . ^ q; a ■» i HrziPi.T''-" 
8 5: 1924 PI 

Pi s ( triio^ ^mi cdi ba z i cio } a i Ksne s and tnGir main optica 
character 1st ics 

Zimenkovskii, B. S.; Turkevich, N . M. 
Lvov Med. Inst., Lvov, USSR 

Farmatse-vtichnii Phurnal (Kiev) (1976), (4), 22-6 

CO DEM : FFIPCAP; ISSN: 0367-3057 

Journal 

Ukrainian 



in w h ^ b N n (cn^; n ^ n 1 - ^ L J n LNi 



N ■ CH;>) n N 



MMe 



MeN 



7IT 



AB Hydrazine lysis of . alpha .,. oneqa . -bi s ( thia zino ) al kane derivs . I (n = 2,6) 
afforded H2NNHCSNH ( CH2 ) nNHC3NHNH2 ill;, which reacted with 1-methylisat in 
id give k isthiosemicarbazones III. II had a single uv absorption max. at 



Searched by Mary Jane Euhi 605-1155 



P d a e 5 0 



P.ussel 09/315, ,H8 



06/06/2003 



T T 



P.N 



2 38 -12 nr;i, cc r respondinnq to p-.pi. conjugation; III had uv max 
at. 27H-40, 27 3-4, and 3 4 9-5 4 :.n, correrponcing to p-.pi., p- . p . 
: i y 1 r < ; c n * ; c h .r'jmop ho re, r e s p . 
1728-65-OP 56473-15-5P 

RL: 3PN ^Synthetic prepa rat c :. ; ; PREE ■ P rep ara t ion } 

■'prt-pn. and uv ol , arid n -a^t ion with met. hylisat : n) 
; 2 [-\ - *~, 1 - (j HCAPLUS 

f J y Jt , : .. i^earoothioanade-, N, II ' - 1, 2 -ethane diylbis- ( ( </I } 



and the 



CA INDEX NAME) 



roll Nh 



NH 



JH^' UH9 i\ Ji o. t.n; 



FN 3t47;-:-13-5 HCAPLUS 

CN Hydr^rnocarboohioanide, N, II' - 1 , t-hexanediylbis- (9CI) (CA INDEX NAME) 



H N NP 



NB (CH/)6 



NH NH 



L9 AN3V7ER 2 3 OF 
ACCESSION NUMBER: 

DOCUMENT i:t;mbep: 

TITLE: 

T t V- i'TT 1 IT'T'OD ■' O \ . 

PATENT ASSIGNEE ( 3) 
3' >URCE: 



o 



LANGUAGE: 
FAMILY AC.-.:. I INK. COUNT: 
PATENT INFo31IATK>N: 



HCAPLUS COPYF-IGHT 2 003 ACS 
197 5 : 14 033 7 HCAPLUS 
82:140337 
Steroid haptens 

Torel^i, Vosuerto; Fierdet, -Andre 

Rous s el -UCLAF 

Ger . Of f er: . , 4 5 p>p. 

ccden: gwxxbi: 

German 



PAT 


BUT 


no. 


f:ind 


D/iTE 




AF PLICATION NO . 


DATE 


:>e 


■| i _ . 


0 0 4 0 


Al 


197 5 


O 1 i"i 0 

-* j_ ' _■ _ 


CE 


1^74-242 9040 


197 4 0^ 1 8 


DE 


2 4 2 


9 0 4 0 




198 5 


i o 3 : 








FP 




: 9 4 9 


Al 


197- 


u I V I 


FT 


1973-22114 


197 30 618 




7 4 '9 


7 1 0 o 


A 


197 4 


: 2 i 


3F 


1974-'/ 


197 4 3* 32 9 


* — 1 

*w_ ' * J 


4 02 


4 ci 1 




197 8 


10 1 2 








5*1 F 


"i 1 


i ■ 
'i 


Al 


1^7 4 


""■■'? 


BE 


1974-14 55 ; 


19740 3.17 


"* » T 
[ 1 
t * i . J 




■ " " ■ 1 


A 


1^74 


1 2 2 1 .:■ 


HI, 


1974-K 0 41 


19740^17 


3>K 


74 0 




A 


197 5 


■■. i ■ ■ 


LK 


1^74-5^22 


197 4 0^ 17 


US 


3 9 2 




A 


1973 


" - ■ 1. 

1 


US 


1 0 7 4 - 4 ■ 9 8 3 9 


197 4 0 617 




' .! : ■ 


". i i 
■ ■ ~t 


A 


157 6 


1 1 

1. k. r 




1 ,Jt 7 4 - .*'< 4 1 


1^7 4 0ol7 


* i * 


4.2/ 


1 E 


a: 


1^7 6 


o 9 1 t 


FS 


1974-47/3 1 : 


± r i ~i -J '.' ± ' 


BP 


AC, 


4 .i ' ''» 


AO 


107 5 


1 1 j. _ ^ 


BF 


l'i7 4-4 , .^ /'9 


1 C7 4 0 H.13 


t 


5 0'. 


-04 r : 


A 2 


1-9 7 5 


M4i:* r 


.J F' 


1 .-^7 4 -iv;- 9 


1 COu/ ; '3 


r T 
i— 


i ; > , 
j ■' > 


. 7 :••(: 


B4 


1 3 3 


■ i y ; !_i 








AU 


1 4 7 


1 j * * " 


Al 


197 5 


121 : 


AL' 


1 ^7 4-7 73 4 3 


1 - / 4:-,l 


35 


14 1 


v 3 3 6 


A 


1 : "<77 


'' i o 2 4 


GP 


1^7 4-. 7/ 33 1 


1 97 4 0 '.19 


' i . 

1 tL'i 


14'" 


_■ ~ J ■ 


A 


197 7 


- "i 6-2 9 


GB 


1 97 /- 50 4 5 


197 4 3 hi i-! 


AT 


/4-f 


09 4 j' 


A 


197 7 


'"i 915 


AT 


1974-504 


197 4 0 old 


ES 


4 4 - 


■"' 1 3 


Al 


19 77 


■17 01 


ES 


1 -97. 5-4 4 H 313 


197 60 317 




4 4 3 


012 


Al 


1977 


0 7 0 1 


ES 


197 6-448 312 


19760 517 








Searched 


by Mary 


Jane 


Rum CCc-ix 


55 



Pussel J 3/315, 973 



06/06/200: 



AT 


^51 6 


B 


1 ? 7 'J --t 1 J 


AT 


19 7 0- 


AT 




A 


i -7 i r - 






JP 


■ ;* : . n 


A J 


1 vVJu 


JP 


i ;<?:_■- 


JP 


■ " 1 .: 4 .. ■ 3 


B4 


1 * 4 . 1 






' \ > 


■ ■ " : ■ : • > ' ■ J 


A. 


1 : J : > : ^ '■ 


JP 


l ' 




■• ■ ; : -I -i -J 


P4 


1 ;'>o : 








» . i . ■ ■ ,' 1 ^ ■ . ■_■ 


A.. 


i -< r : ■ . • 


JE l 


io:4- 




i " ■> * 


P4 


i - ' : . - 4 







1 11612 
1 3 J 1 ■■ - 



:7 1 



^. -i 



PRIORITY 
F- - 



.FPLN . INFO 



G ! 
AF 



I 



P.! J 
CI I 



FF. 1 R/3-.R. 1 14 
AT 1 97 1-^ ( ' 1 - 



1 
1 
1 



.... 1 i i j 1 I [ 1 ■ 1 



RR1 ^ IIi.i'::H2C02H, 
HO; R4 = H; F.z =- HO, 
- R4 === H ; k J = 
Rl = (OHJ ) VV'2H, R4R5 = 
'hus, 



prirr:-'i OA L-.SU'=-. 
P-:M-,ir;-i.oh I [r H, kl - (OH/ ) 303.H, (CHJ) I0CV-2H; 
MII}H;=j:;i;'iiJC02H, NOCR:jC02H; F2 - H, (CH2)}COJH; k.:- 
P4F'.9 : ^ 'J (10 compds . ) w>_-re rrrepd. I ' F ; = F'J = R':- 
(CHJ; •■CO-H, F.5 - HO] (II) ana T [R - F.l == R3 - H, 
0- !.'vri[.'.".l conjugates with bovine serur. albumin:::-, 
^ecoest rori'il III wa^ successively epo:-: i cli zed, sapond., treated with 
OH2 : Ji:0HiM::Br , hycrolyzea, cyciizcc, a:r omaz i ze< i, sapond., : er.zc ylat ed, 
ozor.: zee, :rea:*^ with ( Et '9) 2 POCH1C02 Me , and hydr z-qenat ec *o -:jive I [R = 

= F.4 = H, F.2 [ CH2 i J. J 2 H , F'J:- = HO), 'ehydro- J — Tl > : > r : estZ'Sterone 

r . e was successively trejted wi:n the t et rahy uropy cars/ 1 er her of 

■iOH, s. if": rii"i. , i id i zed, and dehyd:r oqenat ed to g.i vo I [ F: = H, Fzl = 
(C:i^; :--C' c.H, F.2 R3 = H, F.4F7 - O) . 
3242-64-6 

eactant ) ; FACT (F.e^ctarit or reazjerzz) 
on o f , w i z h h y < i r ■:■ :•: ye s t :~ a t r i e n one) 
HCAPLUJ 



F 1 - 

■■iiC*r ■ 

c ; mm -:i 'h 



\ i 



;■ 2 4 7' - i." 4 - ii L f i_i L 1 c- 

Uyoine, Ii- (hydrazi nocarbonyl ) -, monopctassium salt (9CI) { CA INDEX NAME) 



H -N Ul\ J NH JH; COoH 



L9 ANJWER :o OF 3 3 

A'.;ceso:u:j jumper: 

E'OCUMF.:iT II' 'M3ER: 
I i TLE : 

IN7ENT7)R(J; : 

F'ATENT AJ J I J! IFF f J ) : 
S'jJRCF : 



Ei'jJUMFNT Ti'PE: 

FAMILY Az:j. tJ'.r i. CO'JIJT : 
PATENT INFORMATION: 



hc/\p:j.jj copyright /vCI-i acs 

1 97 4 : 4l;47 c ;0 HCAPLL'3 
:■ 1 : 4 7F0 
t'olvure-..i;--Le ■ 



:oat ^ ii ^s 

Z:r:i, Brun: ; Noll, Klaus; Oertel, Herald; 'l'raeuhtel, 



■..J 



r^ayer - 
Ger . 01 i -n . , 3 pp . 
J'jDEN: GWF2>;BR 
Rat en- 
■3e rma n 
1 



PATENT No . 



2E j:.:7: J 

!_ ' w ...... ^ / ' * > 

[ -E 2 27 17 r 

CA 1003712 



KItIo DATE 



Ai 
P2 

Al 



1 ^ 



99 OhOjt" 



1 t'7 



9 1 1 H 



APPLICATION NO. DATE 



DE 1972-222 1 796 1^7J0 [ 5:J4 



CA 1973-16.^961 197 304 J5 



Searched by Mary Jane F".uhl 



ou 9 - 1 1 J J 



Page 



AH 



T T 



RN 

r? i 







Pi 


issel 05/815, 078 






0 6/06/ 


Jp 4 




All 50 A2 1 AAA* A/ 


AP 1 <71-4 7n 


19 1. 9 


72 


0 5 0 1 


TP 


8 ! 


= );! 5 P4 1 <8 37 1 1 










IT < 


"■ 


; 04 A 1 - '7 V'4 1 


IT 1 '7} -4°>7 


4 0 i ;» 


n 


C ■" ^ 
■ _ ■ ,^ 


BE 


5 * 


-I M Al. 1"<7 31 1 0 


P F 1 '■ 7 '* — 1 J < 1 1 


6 b 6 1. 




;-oo2 


ml o 


: ■ i 


a itW3iio 


XL : A/o-Mh". 


0 1 




C "■ J 
^ -■ J 


ml : 


/ .■ 


ai p i^3 : :>a;-i 










ml ; 


/ .■ 


"- 1 0 1 /> 3 0 0 'A) 










C c 

t-J 1 1 I 


i i 

X M 


• Al 1^7-Al'iO 


■ £0 1/70-4: 4 


; 2 5 15 




= c ": : l 




i o 


A ' / ;■ Al 1 0^7 0 1 _ 1 


4 E'A 1 0 7 0 - 1 6 - 


c 2 1 5 


1 ^_ 


'A: A3 


Ml'' 1 




' ' 1 3 A ].</:• 0 1 . 


r- i ^ 7 _ ■ ■ i " 
i x ■ ' ■ .i . 




^7 A- 


^; 5 ai 


1TY 


AP 




DH- 1572-2221" : : 


^: 1 5 




■55 0-4 






*■ - s t a b I. e r. o 1 y a r e t h a n e s , 


useful as lia*ht - ax 


d abras.i 


?n 


-resistant 


0 1 .■ U t 


i :. 


(": s f o r t: o x t i 1 e s , 1 e a z h e r 


, and leather sulost 


itutes, 


al' 


e prepd. by 


:n.i :>:.:. 


i. _ j 


solr.s. of aliph. or cy:: 


1 oaliph . di iy oo y diic 


t e-cont 0' 




ure t Inane 


prep 


- i 

1 J _L 


yne r s ( e s s e n t. i. a .1 1 y f r e e 


C'f N'AO ■: r NHi eri-c-uf 


s) in hy 


:;r 


o'-'^rbon-alioh . 


S CO 


nd 


r.ry ale. -'..'lvenis with a 


1 if'h. p'i 1 yis yar. at 


es, MAC' 


fu 


net. A: nal i ty >2 . 


Thus 




heat ing ad.ip i c acid- 1 , 4 - 


iva t a n e d i c 1 c c - r > c A y n l e 


r (OH n<j 


m 


5 1 , IT.O 1 . wt. . 


2 _ 00 


) 


1 o :* ? I: # OH- terminated dime 


t nyls i 1 oxane (404 n<: 


. 198, m 




. vjt . 60'5) 84, 


]-!;■•. 


. j 


y una to - 0- ( i so rryariatoiuet.h 


yl ; - 3, - / t-rrimethyl 


eye 1 C'hex 


an 


e 7 10, and 


■„■■■' (■' 

' ■ y — - 


^ * j 


4 60 0 parts 1 hr a*". 11'- 1 


1 -'0 . deer . ( MCO) coir 


t 2.12 


:i u 


d addn . of 


:■: u f : 


i o 


it_-ii\t A'4:4 ; elO l-arair^j-i- 


t artinorLet hyl ; - : , : - , • • 


- trime t h 




eye. A: hexane- 


M. A : 


oh 


;: o 1 :\ . *: o o i ve 2 .5 . ■ leg . v 


i s ■ :os i t y . s i n . IP 1 ' 1 


P gives 




so.l n . of clear , 


S- - . .:. 




ETOH-sol. aolplc icld-1 


-aiMn-j- : - ( aiu . i\cv\o r h 


yl) : , 


: ^ - 




: r : n 


i- 


;.y 1 eye Aurexane- L , 4 -but an 


« - d _ 1 - 1 - i S'i":v/a.r..a* < >- 


2- Ai s ■>:•;/ 


:i r. 


at oinet ny.l ) - 


r 


~ - 


t r i met r.y I. 'rye: I ohexarie cop 


■.-I yrner [512 O.:-0y-4 ] 


n 1 


:i; 


•filiating on 




i 1 


os prepd. from this soln 


. with addn. of 2 0' 


(based 


or. 


s olds) com. 


lo^xa 


me 


thylene di i socyana te [ *2 


i-4''6-0] -ceased c-rure 


t-t ri i.so 


-o 


anate ( I ) cured 


1 we 




at. roon t^mp. has very 


■7-:-od ale. rub- fastness , com 


pared with 


ansa 


t. i. 


s f a c t > : ■ r y - rr. t » a e r a t e in t In e 


c-resence >:>f '1-2 0 2 


I . 







) 



52004-60-1 

.AL: TF.M ( TeerirO .ca.l -:>r' en-jineered material use':; 2 ; 3ES 

( e ■■_■> a L i n :[ s , f o r 1 e a t h e r a nd t e x 1 1 1 e s ) 
510:") 4 -0o- 1 " ilCAPAUS 

A. eta . -Al ani ne , M- ', hydra i no arbony 1 )- , hy'.ir at :.d^ , polymer with 
r:exane'"li.':d o ■■ieid, 1, fc-nexanediol and 5- i.sooyarinto- 1 - ( i socyanatomethyi ) - 
j , .1 , - 1 r i n.^ l j i j i - , ( ... iL'i.'iAdJi'" 



i i . 



I i"^ A T f\ T F i 77" ' , 



T\ T 7 1 T..TT7 



01 



:*;.F.N 2 o 205- 54 -4 
■AAT 0 4 Hll 1J5 O. 



O 



( ! 



H''N MH 



i:k oh? oh 



NH MH 



AM 2 

OPN 4 0 Ad -7 l-'5 

014 F 012 HI 3 M2 '02 



Searched by Mary Jane Ruhl 6 05-1155 



r a a e jj 



Russel 09/815, ?78 



06/C6/2003 



OCN 



Ho NCO 



Me M- 



CM 



:p.N *: _ 9-11-8 
!ME Cu HI 4 02 



HO ( • OH 



CM 4 

CRN 12 4-04-9 
CMs 0*5 H10 04 



HOvC (CH,0 4 C02H 



ANSWEr 34 OF 38 
ACCESSION NUMBER : 
COOUKENT N". MhER: 



rr i ni t 
1 i 1 J_ 



HCAPLUS COPYRIGHT 2003 ACS 
197 4 : 2 7 645 HCAPLUS 



INVENT' 0; ;C ; : 
PATENT ASSIGNEE (S 
SOURCE: 



r ■' ^nt ir» it 1 t ' ' r-I. 1 • 
l '. ■'uuj'.ijm i -i - r i— * • 

LANGUAGE : 

FAMILY ACC. HUM. COUNT: 
PATENT INFORMATION: 



4 , 4 -Al kylonebi s semicarbazi des and their derivatives 
Sheppard, Chester S.; MacLeay, Rcnaid E . 
zennwalt Corp. 

U.S., 10 pp. Division of U.S. 3,585,200 (CA 

75;77759k] . 

CODEN: USMXAM 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 905233 A O730828 US 197059307 1.9700622 

]y: -.r ,-, c. > ^ l' : < 7 10675 US 1966-5 5 62 63 M6606U 9 

PRIORITY* APPLN. INTO. : US 1366-556263 19660o09 

AB Substituted =: xadia zol mones were treated with diamines to give alkyl^ne 
b i s ; i'-nucarbs zides ) which were used as monomers, Mowing agents, and 
rMyirri. initiators. Anu.xt. :::ontg. 50 g 2 -phenyl - . DELTA. 2-1, 3, 4- 
oxadi .-izol Ln-5-one [ 1 1 J9-02- 6 ] , 9.0 g etnyloneciarione [107-15-3], and 25 
n l ;I2'.< was refluxed 21.5 nr to give / 6 . 5 4 , 4 -etriy Lenebis ( 1- 
benz-iylsemicarbazlde; [ 32 30 4 -0 3- 3 j , m. 262-64. do j . . 4,4*,4,4'- 
L i en hy lenebis- ( 1-ben zoy Isem icarbazide ) [3225 1-24-4] was prepd. by 
refluMnj a rnixt . d£ 2-pneny 1 - . DELTA . 2 - 1 , : , 4 -c xa i ..a zoiin - 7-one , p-peia. 
[11>:5-J] and H20. 4 , 4 ' -Etnylenebis ; semi sarbaz ide hydrochloride) [ 
33618-20-1] was polymd. with fumaroyl cnlz-ride [62 7-63-4] in 64* 
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yield qive a copolymer, m . . leq.300. Styrene [100-42-5] was pciyrnd. in 

"he pri •:: er.c(? oi h f N e t hyienepj- s \ .^-uy cir.o-^ kjKjpjid/.uiuj-mdKiiuL/ 

!' 02251-:; 9-9 j and the rate of polymn. at 5'^ and 10'- conversion was 6.47 

l -, • r r ,, " +- ™5 rr. 1 rrir-j 1 per / 1 -mi in r ^ e n Opi O S T ^ d t O 2.^1 . t 1 HI . 

10-3 m< ; v-s ' . . -n. . n a: both conversions in the absence of" I. 
IT 32239-91-1P 32251-26-6P 33618-20-1P 
33636-52-1P 34777-39-4P 

(pr-'-pri. of 1 
RN 322 39~> ! 1 - : HCAPLUS 

CN 2-PlT ^r.-di ->y.1 dicnloriae, (E)-, polymer with 2, 2'- (1,2- 

othanemyl 'bis [hy drazirecarboxamide] (9CI) (CA INDEX NAME) 

CM 1 

CPU ? _ 2 5 1 - 2: 6-6 
CKF C-l HI 2 Nvi 02 



0 

H?N NH C 1 24 CHy CH > NH C NH NH;; 



- 1" i 
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CKF C4 H2 C 12 02 

Double bond geometry .is shown 
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CN Hydras :.ne ca rb oxamide , N, N ' -1 , 2-ethanedi ylbis- , dihydrochloride ( 9CI ) 
INDEX NAME J 
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H 2 N NH C NH CH? CH; NH C NH NH2 
RM ° 36 3 6- 53-1 HCAPIOuS 

CM Carbono<::hloridic acid, 1 , 4 -but anedi yl ester, polymer with 

ti t.-'_i /-o^)-, a r f H- vrrnqfbvdra7iner.arboxamidel (9CI) (CA INC-EX NAME ) 

i i f l , ^iJiu.^'ji-. jr-i-'--^'-' L'-j- 1 i_.lj.___. 

i;m l 

CPN 52251-26-6 
CMF CA HI 2 116 CC 

O O 
HyN NH C NH CH;? CH.) NH C NH N H 2 

CM 

CRN 0157-16-6 



RI J 34^77-39-4 HCAPLUS 

CN Hydra:; rneca rboxamide , U, N' -1, 2-ethanediylbis- , polymer with 

3, 2, 4, 4-terramethyl-l, 3- cyclobut anedione (9CI) (CA INDEX NAME) 

CM 1 

CRN 33251-2^.-6 
CMP C4 HI 3 N6 02 

r\ < 
H2N NH C NH CH;- CH2 NH C NH NH2 

' A ' 4 - 

CRN ^33-53 — 
CMP C8 H13 3*2 
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AB 4, 4-Ethy2er!ebis ( semi carta z i de 4 . (I) [32251-26-6] , 

■1 , -i ' -ethylenehis { semi ca rbaz ide ) dihydrochiori de -III) [33618-20-1 

j, BzRIiRilAORH (CH2) 1 2 ■ IHCC>1 IHIIHBz , and 0 denvs . of I, such as 

(Poll : KCOIiHCHi ) ^ , ( Me JC : IIRHCORRCH2 ) 2 , and (RCCMe2T:niIHO0NKCH2 ) 2 , are prepd . 

> v . .> - V- . : V l- = PvMMMU H "'MM!-: f J : "Srr, 1 r.ri .1p . , R^K'-II 

o^.-PmO.^NKRH, iso-FiO.AARR, ami H_MCOR:N. These oompds . are used as 
10 "-r i 'i-rri--- : s , p^iyiun. cdL^iy^'.i-, i:id blowing agents. TJv.hr, 

i-phony;- . OELCA . , 1, 3, 4 -«_-:<ad i azolin- 5-one [ 1199-0_-6; 50, ethyienedi amine 
[107-:5--] 9, ana water 2 5" g were refluxed for ..0.5 hr to prep. 76.5 II 
and a rrdnoi ant. of 4- ( .bet a. -aminoethyl ; -l-benvoo^semicarbacide . 
Re f Ium j.nq of II '3 g! in 100 ml 10- HC1 for 3 3/1 nr gave 1 a III which 
was dissolved in 10 ml water and treated with 0.6 4 a 501 aq. NaOH to prep 
I. h polymer of I and fumaroyl chloride (IV) [ V - 6 2- 4 ] was prepd. by 
adding 1.53 g IV in _5 mi toluene to a soln. of :i: 1 . 4 ;r 50- RaOH 1.6, 
R^Ol 1, and Ra_:C0>: ; .1.5;* g m i5 ml wat-r. This polymer was neat.ed at 
1: 30- 50 . deg . , 20 mm f-:>r 2 hr to prep, a po l.yoxadia zo le m. >300.deg.. 
Fe-f lu:-:mu o: 111 qi and Ra acetate (0. 39 g ; ir: 12 ml water with 

te^raru- ^hyl -i, "i- :.y-R.»butan^ii one (V) [. .053-52-3] rive a 1-7 polymer which 
ui'.; nit melt r-r >.l : so--:>lo>r t-o .:05.deg.. 

IT 32239-91-1P 33618-20-1P 33636-52-1P 
34777-39-4P 
Rh: FT-.E? (Fl'^par :;iR; :i) 
i p >n . "C: ■ 

RN 0.2 3 3- .0.-1 ili 'A POOS 

CN o-Lut-neaio-.o i i .:hl ri ±~- , (E)-, poAymer with 2,2'- / l,2- 

.■■r;ian^hyi; b ihyirazin-.; .: arb :.:<amide ] ( 0 C I j (CA i:R)EX IIAME) 

'to ; 

■""■IF :4 Hll R6 OJ 



Searched by Mary Jane F.uhl 60 5-1155 - K age 



Russel 09/815,978 



H->N MH C NH CH2 OH 2 NH C NH N H 2 



^11 



CRN 637-63-4 

CMF 04 H2 CL2 CO 
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t], IV -1 , 2-ethar.ediylbis [hydrazinecarboxamide] (9CI) (CA INDEX NAME) 

ry. l 

CRN 32251-26-6 
C14F C4 HI 2 N6 02 
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CME C6 Hb 012 04 
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Alkyl-.-nebis Ocenzoylsemicar ba z ides ) , useful as intermediates in the prepn. 
■:f bl:winj agents and polymers, were prepo. by treating 

^-sub-tit jt€- i- . E-ELTA. 2-1, 5 , 4- Di-:adia zolin- 5 -ones with primary and secondary 
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diamine- at ^0-115 . degree . . Thus, 5 0 g 2 - p he ny 1 - . DELTA. 2 - 1 , 3 , 4 - 
^xadia.:olin-2-one and a.O g e' hyleneai^mine war refluxed in 2t0 ml of 
v:ater qiv- 4 , 4 ' -e thylenet i.-: ( *. -ber.zoyl-s em.i c<: rba z ide ! 'Tl in. 

tO!-4 .degree. . Oimi larly r rod. wer- -1 , 4 ' , 4 , 4 ' -diethyienet i s ! L- 
: orizoyJ pernio ,irl -a:; ide ) (II) an^l 4 , 4 ' -aoceeame: hya.enebis ( 1- 
benzc vl aemioarbaside ) . I was hydrolyzed with HOI and then treated with 
NaOH to yield 4 , 4 ' -ethyienebi s - ■ semi :-a rbazide } which copojymd. 
. r: r err acialiv with lumaroyl chloride to gi ve poly { f umaroyl i m iTLOureyleriee th 
yl-r. eaieyleivd mine) - II 1) . Or. h-atirig 2 hr at 2 30- 50 . deqree . < ; 20 mm III 
yielded a oo ;.ynx^c i zo.i e . l.^hLta. wa;> t: rea tea w.itn nze, wat^o ^na ^e^oo i.^ 
yi,-]d 4, 4 ' -echylerebis ( l-is-:propyl blenesenic ~rba zide ) which was treated 
wi~h Had to .jt\'e ethyl enebis [ 1 - ' 2- ::yano-2-propya. ) -sem i carba z i.de ] (IV). IV 
...^ i ,h - tr, T], N ' -nthvl enehi s 0 ; ;- ;\^no-2-orx'D\tlazof ormamide ) which 

: n:t i at-d the oodo/nr; . of styrene and was use:! as a blowing agent for vinyl 
: oams . 

IT 32239-91-1P 32251-26-6P 33618-20-1P 
33636-52-1P 34777-39-4P 

21: PPEP ( Preparation) 
(prepn. of; 
RM ::t_30- .0 -1 HCAPldS 

CM j-:iuten-;;-:ii.oyl d.i chiori :le , ( E ) - , polymer with 2,2*-(l,2- 

nana 1:.yl) bis . nydr nzine ::arb :;:-:a:mide 1 ■ 9CI; -.CA INDEX NAME) 

.41 1 

OF ; ! ";i2M-2 6-0 
OUr 1 04 H12 No o; 



H?N OH 0 IIH CHy OH > NH 0 NH I1H; 



o-n >>27-63-4 

OKF 04 H2 012 21 
rouble oond geometry as shown 



r 1 n 



01 



F.I ] V251-26-6 H0AP1U3 

CD Hydrazinecarboxamide, N, N ' -1 , 2-ethanediylbis- (301) (OA INDEX NAME) 



0 0 
H 2 N NH 0 NH CHy OH? NH 0 NH NH 

EN 32613-20-1 HCAPLUS 
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CN Hydrazinecarboxanide, N , N 1 - 1 , .?.- othanediylbis- , dihydrochlor ide ( 9CI 

0 O 
H^N NH C NH CH" 1 CH-> NH d NH t ] H ; ■ 

• l: HC1 

rii 3:*--*;?-6-5::-i hcaflus 

CII darbonochlca -die acid, 1 , 4 -but anediyl ester, polymer with 

II, Id - 1, C-ethaneoiylbis [ hydraz inecarboxamide] (9CI) (CA INDEX NAME) 

IS * "1 

f [Vi ^ 

did] .d. ..:.)!-.' 

cmf <'d hid :j*> of 

o o 

H.^N NH 0 NH CHj CH 2 NH d NH NH;; 

■ ^ M 

_ i_ j * , 

chi :i57-i».-t) 

; t:f '>) H3 '.":id ■■:>■; 

o o 

Ci C ■■") (TH2)4 o c ci 
FN ':4 7 77 -33-4 HCAFLUS 

CN Hydra::.Lne^a*:boxanide, N , N ' -1, 2-ethanediylbis- , polymer with 

i~2, 4, 4-tet rametnyl-1, 3-cyclcbucanedione ( 9CI ) (CA INDEX NAME) 

CI-' 1 

•d-N d!2 51-16-0 

CMF dl Hll"! No 02 

0 0 
H2N NH C NH Odd OH 2 NH d NH NH j 

::i 2 

CFN 933-52-3 
CMF 78 H12 2 2 
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Ma-crcmoie cul ar I nnibit or;: 
AUTHO'F. { S ■ : Wang, D'-ng; Eecha r, Micrial; Li, We i j i e ; Kop>eckova, 

Povfa; '■: euine , ['.. e t er ; r'opecek, Ciriarich 
C7>R?2>FA-TE SCONCE: Lep a r tmenc of Pha rmaoeu t i es and Pharmaceutical 

Chemist ry/CCCD and 2ep>a rtmenc of 3ioengir.ee ring, 

Universiry of Utah, Salt Lake City, UT, 24112, USA 
SOORCE: Biochemistry (2007), 41 (23), 3249-3359 

COT'EN: B 7 CHAW; ISSN: 0000-2960 
RU3LI2HEF. : American 2'hemioal Society 

DOCUMENT TYPE: .Journal 
LANGUAGE : English 

AB Cat heps in K is the major enc/yme responsible foi the cleg ran. of the protein 
matrix of Lone and pre;: ably t:r the de s t: roc t i: n of articular cartilage in 
r h e uma t ■■: i d arthritis j ■ : d n t s . T h e s e p re c e s s e s ccur rr. a i n 1 y i n t n e 
res" roc i : n lacuna and within r he lysosomal comp-artment . Here, we have 
des i gne-i, synthesized, and -va iuat ed new lysosomotropic (water-sol, ) 
jo 1 ym- -r - oa t her s in E ir.;. it i t conjugates. Tn rart i cu.l ar, we 
c r, a r a c c e r i r. e d t h e r e 1 a t i . o n s ; i i p b e- t w e e r : c on j uga t e s t r u cturos a r. - a 
their activity to inhibit cathepsins K, B, L, and papain. A potent 
selective cathepsin K inhibitor, 1, j -bi s ( N-benr.yl oxycarbonyl 1 euoyl ) ca rbohy 
drazide, was modified to 1 - ;N-benzy 1 oxyearbonyl leucy 1 ) -5- 
f phenyl alanyileucyl ) curbohydrazide (I) to facilitate polymer 
conjugation. It was conjugated to the polymer chair: 

termini of two water-sol. polymers { . al pha . -me^hoxy poly ( ethylene glycol), 
abbreviated as mPEG-I; semitelechel ic poly[N-(i- 

hydroxyproroyljmethacrylam.ide] , abbreviated as 2T-PHPMA.-I [ . The 
conjugation of inhibitor I to N- ( 2-hydi oxypu^opyl ) met hacryl smide 
(HPMA; copolymer sice chains was accomplished via either a Gly-Gly spacer 
( RHRRlA-oG- . ) ■:: r with no spacer between I ana the copolymer backbone 
(EHF'MA-I). Kinetic anal, revealed that free inhibitor 1 possessed an 
apparent second-order rate const, against cathepsin K (kobs/[I] = 
1 . 3 . t .ir.es . 1 00 M-l s-1) similar to that of unmodified 1 , 5-bi s ( Cbz-Leu ) 
carbohydr a de , while I conjugated to the chain termini of mPEG 
and ;?7-?HEMA-C00n had slightly bower values (about times. 103 M-l s-1). 
The- kobs/[l] values for 1 attached to the sice chains of HPMA copolymers 
( t HBMA-GG- 1 am PHPMA-i! were about 3. tin.es. 124 M-l s-1. When tested 
against cathepsin L, inhibitor I and all its polymer conjugates 
produced kobs/[I] values 1-2 orders of magnitude Less than those detd. for 
cathepsin K, while for -cathepsin 3 and papain, the values were ~-4 'Orders 
of maani:ude lower. The ability of mPEG-I arid ST-PHPMA-I to inhibit 
■:: a t. n e p s i n K a c t i v i t y i n s y n o ■ v i a 1 f i b c o h = i a s t s w as a i s e v a 1 u a t. e d . B o t h 
p o I ymc r-oc urioi inhibitors wer e internalized by endocytosis and were 
ultimately trafficked to the lysO'Soma, compear tment . ST-PHPMA-I was 
internalized faster tnan mPEG-I. The inhibitory activity in the synovial 
fibroblast assay 'Correlated with the rate of internalization. 
IT 190142-08-6P 

RL: FCT ( F.oaotant ;■ ; 5PN ( Syrit hot i c preparat ion ) ; PF.EP (Preparation); FoACT 
( Re a c t a n t or re a g e n t ) 

; inh i oi t i on of human lyso>some catnep'Siri K with Lysosoimot rop>i c macromol. 
mriio i tor s ) 
F.N 1 9014 2-0 3-6 HCAPLUS 

L- Leucine, N- [ (pihenylmethoxy) carho-ny 1 ] - , 2- (hydr azinocarbonyl ) hydrazide 
i.9CI) (CA INDEX NAME) 
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Design and synthesis of cathepsin K inhibitor-polymer 
conjugates 

Pechar, K. ; Wang, D.; P'opeckova, P.; F'opecek, J. 

Lepartment of Pharmaceut i.cs and Pharmaceutical 
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r roceedings - 2 3th International Symposium on 
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IT 



RN 



1319-1323. Controlled R.elease Society: Minneapolis, 
Minn . 

CODEN: 6 0CIIY8 
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English 

A carbohydrazide based cathepsin K inhi.bitor was synthesized and 
conjugated with water-sol. polymers. The enzyme inhibition 
activities cf the low mol. wt . and macromol . inhibitors were tested with 
papain, a model cysteine protease. The conjugates have the 

potential to facilitate delivery of the inhibitor into the bone resorption 
1 a cur, a . 

190142-08-6DP, reaction products with 
pi o 1 y h y dr ox y p r op y lme t h a c r y 1 am i_ de s 

RL: ?AC (Pharmacological activity); SPN {Synthetic preparation); BIOL 
(Biological study); PREP (Preparation) 

(design and synthesis of cathepsin K inhibitor-polymer 

conjugates ) 
1 y 0 1 4 2 - 0 3 - 6 HCAPLUS 

L- Leucine, N- [ (phenylmethoxy ) earbonyl] -, 2- ( hydra zinocarbonyl ) hydra zide 
(?2I) (CA INDEX NAME) 
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US 1996-770614 19961215 
US 1998-156351 19980819 

... r* ^ d ~ ; 1 1. u u r r - - 1 -: 1 i. _ <_ 

US 5996-' 7 ' 7 06] 4 A3 19961. 51/< 
Branched linkers A-0-CONHCH [ 'Nil; bCO-Wm-Mj (CH2 } a (NH; t CO- ■ Wj rn-Y [A is a 
tnioL acceptor, Q it' a bridging group, b and m arc .integers j . ! or 1, W is a 
spacer moiety, a is an integer's," 3, or 4, X is NHNH2 , NHNKC'9NHNH2 , or 
NHCH[ (NH)bCO-Wm-XI] ;CH2) a (NH;bCO- (W)n-Ml, where W, a, b and arc- as 
defined, Ml is NHNH2, NKNHCONHNH2 , or NHCH [ ( NH ) bCO-Wm-M2 ] ( CH2 ) a ( NH ) bCO- 
■:w:.in-M.':, where W, a, b and arc as defined, M2 is NHNH2, NHNHCONHNH2, :-r 
NHCH[ C]H)bCO-Wm-Y3] U3H2 ) a (NH ) b'l<9- ( W) ttl-M3, where W, a, b and are as 
defined, M: is NHNHi, NHNHCONHNH2 , or NHCH [ ( NH ) bCO-Wm-M-1 ] (CH2) a (NH)bCO- 
■;w!m-M4, where W, a, b and are as defined, M4 is NHNH2 , NHNHCUNHNH2] were 
prepd. for linking a targeting iigand suzn as an antibody to a 
therar.euti rally active drug. Thus, the male imidobutyry Lgiutamyldihydrazon 
e of loxc rtbiein was propd. and assayed for antitunor activity. 
192874-02-5P 

RL: ROT : React an t ) ; SPN ( Synthetic preparati :-n) ; PRFP (Preparation^; RACT 
(Re act ant or reagent; 

■fc-reon. of branched hydrazone linkers for therapeutic drugs; 
19287 4-02-5 HCAPLUS 

2, 3, : , 8, 11, 13, 14-Heptaazapentadecanedioic ac:.d, 8- [2- (2, 5- iihydro-2 , 5- 
dioxo-lH-pyrr dI-I-v! ) ethyl] -4 , 12-dioxo-, dihydraz Lde ( 0CI) (CA INDEX 
NAME ) 
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(CHv)p ( NH ) q C (W) m X 
A Q C N CH 

/I'M-, -i t T" * T T r 

H I'^Jq - iVv m a 



(CH?)p (NH) ~j C (W) m X? 

q? - n :h 

H (NH). q C (W) m X? 

f ! 



N (CHz i 5CC i-Cl i-L-Glu-NHNH? 

' L-Glu-NHNHj 

I JHt JH IT 



AB Branched hyarazone linkers I [A = thiol acceptor; Q = bridging group; q = 
0, 1; W = spacer moiety; m = 0, 1; p - 2-4; X - NHNH2 , moiety Ql; W, p, q, 
m as defined above, XI = NHNH2, NHNHCONHNH2, moiety Q2 ; W, p, q, m as 

, ;oti n.3.'j ah ■lira V y = MHMU ' m ^ i p t- 1 7 ("1 "A • "/T m n t-- --1 ^ ^ ^ - H r-> - tt \ r 'J _ 

* ■ 1- .. i _ _i , ■ 't- .. * * 1 , in j j. c r ^ , , ill Uli u>:. ixiidU a o v -z: , ^ w> 

XHIJHP, NHNHC0NHNH2, moiety Q4 ; W, p, q, m as defined above, X4 - NHIJH2, 
XHijHCOXHlnK J ] di'j claims J as agents f j r linking a targeting ligand such as 
an antibody to a oner ap>eutrcal iy active drug. The point of branching is 
-jit a polyvalent atom and the no. of drugs increases by a factor of two for 
vdch generation of branching. A preferred drug is doxorubicin. Thus, 
maleimide-gl utaiuic acid-derived hydrazone linker II was prepd. by std. 
coupling and deprotecoi on methods. Condensation of II with 4 equlv of 
doxorubicin gave the corresponding tetrakis (hydrazone) , which was then 
conjugated to monoclonal antibodies and i mmuno con jugate s 
via tne maieimiae thiol acceptor. The in vivo antitumor potency and 
specificity of branched chain conjugates II and related mols. 
were detd. 
IT 192874-02-5P 

IT: RCT ( React ant ) ; CPN (Synthetic preparation); PREP (Preparation); PACT 
; React ant or reagent) 

(prepn. of branched hydrazone linkers for linking antibodies to 
therapeutic, drugs ) 
RN 1^874-02-5 HCAPLUS 

CN ^, 3, 5, 6, 11 , 13, 14-Heptaazapentadecaned:i oic acid, 8- [2- (2, 5-dihydro-2, 5- 
dioxo-lH-pyrrol-l-yl ) ethyl] -4 , 12-dioxo- , dihydrazide ( 3CI ) (CA INDEX 
NAME ) 
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Synthesis of reagents for the one step- incorporation 

of hydrazide functionality onto the lysine residues of 

pu osteins, and their use as linkers for carbonyl 

c : rita ming mo 1 ecu] es 

Srott, William L.; Cwi, Cynthia 

hilly Repeal ch hat-oratories, Technology Core Research, 
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Two new reagents I.CE3C02H (M = CH2, NH) were prepd. for the one step 
incorporation of hydrazide functionalities ontc lysine side chains in 
proteins. Their utility as linking reagents was demonstrated by their use 
m the coupling of two model aldehydes and the anticancer agent 
doxorubicin to a monoclonal antibody. 
181638-49-3P 181638-56-2DP, C-ter:ninal amides with 
lysine sice chains in monoclonal antibody CC49 

RL: RCT (Eeactant); 3PN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

■ prepn. of bif unctional reagents for incorporation of 

hydrizide functionalities on protein lysine residues and use as linkers 
r0: r :artonyl contg. mols.: 
1316:3-49-3 HCAPLUS " 

Carboni : iihydrazide, 2- [ [ [ 3- [ (2 , 5- iioxc - 1 -pyrrol idinyl ) oxy] -3- 
oxopropyl] ammD] cartcnyl] mon o ( t r i f luo roacetate ) (9CI) (CA INDEX NAME) 



CM 



1 



Searched ty Ma 



'ane Ruhl 



60 ^ -1155 



Page 



7 0 



Russel 0 9/815, 97 8 



(.) fc / 0 6 / z u u .3 



C i ; q o fi O „ O 



:P.N 18163 

:n:f : :< hi 4 No oe 



(3 



H 
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NH NH f NH Nil? 



CM 

■:p.N 7 6-05-1 
CMF C2 H F3 0! 



P.II 18 1 5- >• -5G-2 HCAPLUS 

OH .beta . -Alanine, N- [ [2- { hydra zinocarbonyl ) hydrazine] carbonyl] - (9CI) (CA 
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Malo-nate derivs. useful as linkers for prepn. of immunocon jugate s 

co-mprisinif drugs and antibodies are provided. I was prepd. from Et 

mal mate and . b eta .- alanine benzyl ester by 6 steps and reacted with CC49 

m-jncclonal antibody, then with dox>; i ubi cin in DME to give an 

immunocon j ugate . 

159795-68-3DP, reacdon products with antibody ana doxorubicin 
RL: 3 FN (Synthetic f reparation) ; THU (Therapeutic use); BIOL iBiological 
study); PREP ( Prepa r a t i ■:. n ) ; OSES (Uses) 
(orepn. of antibody-drug conjugates) 
1 r-97d 5-68-3 HCAPLUS 

L-Lysine, N2- [N- [2- ( ethoxy :ai bonyl ) -3- [2- ( hydra z inocarbony I ) hydrazine ] -1- 



oxo-2-propenyl ] - . bet a . -a lanyl ; - ( 9C1 



(CA INDEX NAME) 



Absolute stereochemistry . 
Double bond geometry unknown. 
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HCAPLUS COPYRIGHT 2003 ACS 
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Effect of dercvatizat ion of r lbophosphate backbone and 
terminal ribophosphate groups in c Ligcr ibonucleot ides 
on their stability and interaction with eukaryotic 
ceils 

Ro/Utorine, A. 3.; Venyamircva, A. G . ; Bepkova, M. N.; 
ergueyeva, Z. A.; Pyshnyi , D. V. 



c 



Sit. Civ., Inst. Biocrg. Ohem., Novosibirsk, 630090, 
F ussia 

BiO'Chimie (1994), 76(1), 23-32 
COZEN: BICMEE; ISSN: 0 300-9084 
C ju mal 
Rng 1 ish 

■f cligcribonucleotides were synthesized by the 



H-pho-sphonate meth:d. Different modifications of the ribop-hosphate 
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baokbirio were designed in order to protect the derivs . against nucieolytic 
•E-nzyr.-iS preser;: n 'the bio... medic;. Inese modifications include coupling 
-f :du'jres:ein moiety to 3 ' - 1 e rnu nal rihose, 2 ' -O-met hylat ic n of ribose, 
inOr i 'ou(.:t..'?n of [ h<">sphor o m:iidu t es and coupling of the last -terminal 
nucleotide via the 3 ' - .- ' -phesphcdies te r bond. All modifications were 
test- 1 for their el feet on tno stability of the derive, against 
oh osonodies ter ase from sr.ar.e veron and nucleases of tite coll culture 

-il ,~, ,, 4- , T , ■ -J 1 . - v • r-. - - - 1 ^ -". t- i ~* t" i TH t~ i T ( -1 *~ h t :i T *" (=' Tl 1 M a 1 

!'\e I _ -.1 . 1 ~ — Ji ';L..y..a^:u j. .... - ^- - • i - - ■ j - - — - ■- ^ - -6 ■ ■■ -■ - - - - - - - ■ 



3 1 -termi nal phosf h "'roamidat e i n~ ernuolec tide bonds 



■ i ■ n. o 



:ipoo.^red r.-/b; the mist sc^ole under tr.- most severe conuitrens usea. 
results demonstrate a poss ldH id; y to use protected c Mgor. iber.uclec t i de 
uer,\ns. for expts. in vivo wnon toe use ol de :>>:y-ana Logs migr.t be 
.1 n e 1 1 e c o i v o . 111*. .ip l =1 r ^-- ■_■ - - ■ .* i- l-- .nj ^ _ ^ ^ . ^ . ^ 

5 ' -cm lesco rt 1 conjugates ; coupled via a disulfide bond) by 
human coir cinorr.a ceLls did not differ from that of the cc rrespondin g 
-ligooeoxyribonucleotides. 0 5 • Of the bound derivs. were f :und in the 
membuane-cy tos ol ic fraction, while only lo'r were found in the nuclear 
fraction. The ol i jonuc loot Lde moiety of .-: ' -0-methyl o 1 igoribonucleot ide- 
oholesteroi conjugate was root translocated tnrough tne cellular 
xembrane. After cleavage of rne linkage between cholestero] an:i 
■oliuoTiu :le ->t i -:ie by di tniot n re 1 1 ■:■ l the major portion ;.f the olig cnucle otide 
ir.i.iety was released into the rr.e-dia. The -derive., as well as their 
: 1 - :-.n i-lesteorol conjugates, which entered trie cells, were stable 
and protected from act 10:1 of di 1 hiotnieitol dissolved in culture media. 
These results demonstrate an ends :ytos is mecnanism of penetration as obsd. 
in similar expts. using ol 1 gt oeoxyrironucl eot ides . 

IT 157597-83-6 

F.L: PCT (Reactant); FACT (Reactarit or reagent) 
(reaction if, with oligor 1 bonucleot i de } 
RI ] 1 5 7 5 97 - 8 3 - 0 H C A PLUS 

CN ^arb- rnc dihyorazide, 2- [ [ {3* , C * -dihydroxy-3-o:-:ospiro [ isobenzof uran- 

1 ^ 3 H ) <■} » - r gR 1 y an*" hen] -S-yi ) anino] thioxone thyl ] - (9CI) (CA INDEX NAME) 
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Pr epar at i «.-n i f anthra-rycline iramunoconjugates 

1 s n e op la stti i n h i b i. t. c r s 

Kanek-i, Takusni; Willner, David; Monkovi:, Iv- 
Green fielo, Fooert G.; Rraslawsky, Gary R. 
Br i stol-[-]y>-u-s Gquihb Go., USA 
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Patent 
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AnrniPj.-y :0 mo derive I j p 1 -■ NKCONH I CH2 ) nSSPP , iJnCuNHNHCOI.'H ( CH2 ) n3SR3 , 
UHOPNH ;CH2 ; mCH: CM (OH2 ) nSSRO, i;HC02 ( CH2 ) nSSPP , NHArCONH {PH.. ! nSSPO, otc . ; 
r: - ]-]"■; R^ = ( cur-ctitutod; 2-pyridyl, -pheny"! ; Ar --- phenyl eric- ; RP ^ Me, 
i'HjiH, CHPOCO {OH. ) I-Me, CH20COCK (OF.t ) 2 ; R3 = : C»Kv , 'OH, H; R4 =■■ NH2 NHCOOPP, 
4 -in Pip h<:.'i ^nyl , 3-cyari-j-4 -rri-pr^-hc-l inyl , 1 -p- ip-er i d:. ny 1 , MHO::JFP:, N(CK2Ph) 2, 



t 



<0!{, t.-t cahy di ppyr.^riyl c-xy, H; R.6 



H; EPS . ri".req. OH when R5 



OH or •.. e t r a h yd; opy r a n;y 1 <: >:•: y ; , re l ate'! romp-di-; . , ar.c the Lr 
conjugates with . i jands -ur.'.i ."ir:t i bodies , were pr epci. Thu;-, 
;. -ar.iino- -1- [ [ 2-p^ p r idinyl ■ th:o] - 2-butene-HCl (piepn. given' was treated 
with di ; 2-pyridyl ) thicn :-carL-jnate and tne product f'Prmed v;as condensed 
witn Me.:P<j2CNHNH^ . Depr pt. ect Lon rf the resulting product Py CF3C02H gave 
U- [ 4- ( ^-pyridinyl ) dithi<_\ -2-t utenyl ] nydrazinecart othioami do . This was 
condensed with adriamy rin-HCI to give adriamycin 13-N-4-[(2- 
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pyr idinyl ) :ii thic> ] -2-butenylhydra:: ine :o a rbo thio amide 

t Mu.?emi carbazer.e . ::nt. jjt .HC1 (II/. Trie- immuno con jugate of II 

with thiol ate :i monocl or.al ant. lb ooi y 5E9 had I "59 of: 3.0 .times. 1D1-7M 

against Eurkitt's lymph oma colls. 

IT 133701-19-6P 

RL: 3PN (Synthetic preparation); PREP ( Prepa ra: ion ) 

(prepn. of, as int ernieaiate for ^ntican ::er immunocon jugates ) 

RN ] ■ 37 : j1-1 9-6 H OA? LOO 

CM Carbonic liny .iioz id- , 2-[ f f 2- ( 2 -pyridi.nyl di.tni :>) ethyl 1 amino 1 carb onyl 1 ■ 



0 0 
N 3 S CH; CH2 NH C N'H NH C KH NH 0 
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ACCESSION NUMBER: 1991:42540 / HCAPLUS 

DOCUMENT NUMBER : 1 1 : : 2 4 '0 ; 

TITLE: Nove t r i fuioct i onal carrier molecule for the 

f increscent 2 a hie lino of haptens 
AUTHOR (S): Bredeho rs t , Reinhard; Wemhoff, Oregory A.; East, erbeck, 

Anne W.; Charles, Paul T.; Thomp-son, Richard B.; 

Ligler, Prances S.; Vogel, Carl Wilhelm 



Wash i nc ton, DC, 2000 7, USA 
SOURCE: Analytical Biochemistry (1991), 193 {2), 272-9 

COZ'EN: ANBCA2; ISSN: 0002-2697 



LANGUAGE: Engl isn 

AB f lhe authors developed rcovel t ri funct i c na I carrier nc 1 . for trie synthesis 
of hapten- f luoicp'hcre conjugates as reporter mols. in 

immunoassays . This carrier eliminates some of the disadvantages assocd. 
with currently used f luorop-hore-label ing procedures including nigh 
nonspecific binding. The backbone of the carrier c insists of the ."'1 amino 
acid .residues of the insulin A- chain mol . This o :J yreot ide rrovid^s a 
single site (terminal amino group) for covalent coupding of the hap'ten, 
three ca rbooiyl group's for the attachment of f luorop>riores , and four 
sulfhyoryl group's for aeri vat i zat ion with hyarcphilic residues to 
compensate for the hydrophobic effect of the attached f luor op'hores . The 
sites for f.luorophore attachment are 4, 17, and 2 1 amino acids away from 
the hap'ten attachment site. This sp<at i a 1 sep-n. minimizes quenching of the 
fluorescence signal due to interaction of the f lu or-ophores with each other 
arid with the attached hapten. 2 , 4 - Dini t r ophen :-l (DN?) was selected as 
ruide.l hapten, fluorescein as label, and. S-sulfonate groups as hydrophilic 
.residues. The p>r -op-e rt ies of the DKP-insulin A- cha in- f luo resce in 
conjugate ( DNP- I ns- Fl ) were ;omp=ared to- those of a C'NP deriv. 
Raoo-lei:: with a sir. ale fluorescein moiety via a small lysine spacer 
f PNP-Lys - EN ) . The CMP- Ins-El conjugate exhibited a 3- fold lower 
no nsp-ec i f i o adsorption :o xmmobilized non-immune Ig co n t r it-ut inoi 
to- an ap'p-rox. ^-f:.iu more efficient displacement from the h-inding sites of 
an immobilized monc clonal anti-DNE antibody by the antigen 

0N?-lysine. furthermore, at e qui molar conens . the DNP-Ins-Fl generated a 
^.6-fold nigher- fluorescent signal than DNP-Lys-EN . 2'ue to> these 
properties of DNP-lns-El, DNP-lysine could be detected with an approx. 
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10-fcld higher sensitivity compared to DNP-Lys-Fl as labeled antigen. The 

use c f DMP-Ins-Fl as reporter moiecue in a competitive f luoroimmunoas say 

allowed the quant, detn. of picomole amts. of DNP-lysine. 
IT 134664-50-9 

RL: F.CT (Reactant); RACT (Reactant or reagent) 
(reaction of, with FITC) 
RN 1 34 664-^0- 9 HCAPLU3 

CN insulin (cattle-A reduced), N- ( 2 , 4 -dir.it rophenyl ) - , tris[2- 

(hydr a zinocarbonyl ) hydrazide] , 6, 7 , 1 1 , 20-tetrakis (hydrogen sulfate) (9CI) 
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New N~subs tit uted hydrazine linkers were synthesized and their hydrazcn 
:ie rivs . of adr i amyzzn were prepzl . The adri amy zin derivs . were 
conjugated with a monoclonal "i.otibody, 5E o The: release rite of 
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AB Cyanoai kyl atod hydrazides are useful as curing agents for epoxy resins, 
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to s ( cyanzet hy 1 ) caroohydra zide [35735-04-2] was mixed with 3.7 g Ep'on 828 
[ z5u*:0 -38- k>] to give a coinpn. having gel r . ime 2.1 min at 149. degree, and 
room temp, pot: life 6 days. 
IT 85785-03-1 

RL : MOA (Modifier zr additive use;,* USES (Uses) 
■; crosslxnking agents, tcr epoxy resins ;- 
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OA 1979-320224 
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1979-477135 
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JP 1979-7291 
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19790124 
1 97 90 li 3 



197 90125 
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F /f r - ;' uS,J - were added ::> a ^ ccp: iyraer dispersion, p-repd. from Me acrylate 
^7:-, rv_i acrylate 90, acrylic acid 10, and acrolein 25 parts, to give a 
s^ora ;:o-statlc dispersion. 7-. room temp, -dried coating film swelled in DMF 
picking up 110-210^ of its wt . in 1 day, but did not dissolve. 
1617-13-6D, reaction products with carbonyl group-contg . pc-Lymers 
R:.,: TEM [Technical or engineered material use); OSES (Uses; 
!coat.ngs, stabilization of, with transition metal salts) 
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(FILE ' H JME ' ENTERED AT 16:27:24 ON '■6 JUN 2 003) 

FILE 'HCAPLUS' EN7EP-.EC- AT 1*5:27:34 ON On JUN 2: ■ • 1 3 

E SCHWARTZ DAVID A OYJ 

i i 'i\ (\ c r - 

L2 7 2 LI AN E- ? HYDRAZINE 0 

SELECT F.N L2 2 

FILE 'REGISTRY' ENTEREL: AT 16:28:40 ON 0 6 JUN 2'! 03 

T 3 1 u c r 1 - U! 

FILE 'HCAPLUS' ENTERED AT lo:2.»:17 OH 0 6 JUN A 'j6: 

L4 2 2 L2 AIID LI- 
FILE 'REGISTRY' ENTERED AT 16:29:27 ON 06 JUN : 003 

L5 2TR 

L7 609 S L5 FUL ( & s • - " ^ ^ / ^ / ' / 



FILE 1 HCAPLUS ' EN7EF.EE AT 16:4 1:33 ON 06 JON 200^ 
L3 1 0 39 S 127 

L9 38 S L8 AND ^CROSSLINK? OR ?RI FyNCT? OR IMMOBILI? OR 7CONJUGAT?) 

"2 ; £ > f -y^ y-.r/*» / r. -r* \ t . 

FILE 'REGISTRY' ENTERED AT 16:43:43 ON 06 JUN ^003 

L10 STR L5 , . , 

L12 95 S L10 FUL ( - ' / c/ - ,/ 

FILE ' HCAPLUS ' ENTERED AT 16:46:08 ON 06 JUN 2003 
L13 122 S L12 

L14 12 S L13 AND (/CROSSLINK? OR 7BIFJJNCT? OR IMMOBILI? OR 7CONJUGAT? ) 

.\ is ~ , * a j* ' / , " v ^ x' y 
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Gl 



NH C 



NH 



NH2 



VAR Gl=0/£ 

MODE ATTRIBUTES: 

DEFAULT MLEVEL IS ATOM 

DEFAULT ECLEVEL IS LIMITED 

EOOUNT IS M1-X2 0 C AT 1 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 6 

STEREO ATTRIBUTES: NONE 

L7 600 SEA FILE=REGISTRY SSS FUL L5 

L!~ 1059 SEA FILE-HCAPLUS ABB=ON L7 

L9 5& SEA FILE-HOAPLUS ABB=ON L8 AND (7CROSSLINK? OR ?BI FUNCT? OR 



IMMOBILI? OR 7CONJUGAT?) 
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VAR G1=0/S 

NODE ATTRIBUTES : 

DEFAULT MLEVEL IS ATOM 

DEFAULT EC LEVEL IS LIMITED 

ECOUNT IS M1-X20 C AT 8 

GRAPH ATTRIBUTES: 

RIMG(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 7 

STEREO ATTRIBUTES: NONE 

L12 95 SEA FILE=REGISTRY SSS FUL L10 

LI 7. 122 SEA FILE=HCAPLUS ABB=ON L12 



12 SEA FILE=HCAPLU£ ABB=ON L13 AND (7CROSSLINK? OR 7BIFUNCT? OR 
IMMOBILI? OR 7CONJUGAT7) 
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